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(57) Abstract: It is intended to provide a compound inhibiting the activity of a protein having an amino acid sequence which is the 

same or substantially the same as one of the amino acid sequences represented by SEQ ID NOS:2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 
^ 22, 24, 26, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62 and so on, or its salt; a compound inhibiting the ex- 

pression of a gene of the above protein; an anti sense nucleotide containing a base sequence which is complementary or substantially 
00 complementary to the base sequence of a DNA encoding the above protein or its partial peptide or a part of the base sequence; an 
fT) antibody against the above protein or its partial peptide; and so on. The above compound, antisense nucleotide, antibody and so on 

are usable as a preventive/remedy for respiratory diseases, etc. 
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15 il^^Offl*teS8«^*fe^TV>§ 0 

cholesterol 25-hydroxylase (CH25H) (GenBank Accession NO. NM_003956) fi£ N 
n u^^ru— MX*fo t> . ^ i/^-xn— /v£25-t Kn^r^^v 
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(25-HC) fc3£&i-3fiH4£r^Ti" ; 5 (J- Biol. Chem. 273#, 34316- 
34327H, 1998^) „ £j$;$9T?$><5 25- 1 Kp^v / 3 1/^7P-/HJ 1 
77^ v^S^T-l':/^ — P^^B^ff^S^ ^^fctl/CV^ (Eur. J. 
Clin. Invest. 323£, 35-42K, 2002^) 0 
5 prostate differentiation factor (GDF15, PLAB) (GenBank Accession NO. 
AF003934) -Y — $r l/8<Djt"t J*SHHf1MB ^i^t"^^*^^ 

3 (J. Immunol. 171#, 2057-2065^> 2003^) 0 
Matrix Metalloproteinase 19 (MMP19) (GenBank Accession NO. U38321) Ji, 

wftmBmm^^ir&mmx&z a. Bioi. chem. 272#, 4281- 

10 4286H, 1997^) 0 

m^mm (copd) mmm^^m^-(DmmMx, mmmm^mM^tMU^-r^ 

20 ( 1 ) ■. 2 , m&m-^r : 4 , 6E3?lJ#-§- : 6 , BB^J## : 8 , SE?IJ# 

f : 10, m$m-%- : 1 2 , : 14, @B?iJ#-^§- : 16, gE^J#^§- : 18, 

BB?!l#-§- : 2 0 , SB^lJ#^- : 22, @B^J#-5§- : 2 4, IB?lJ#^§- : 26, IB?lJ# 
f : 28, ia?IJ## : 3 0 , IE?IJ## : 3 2 , IB^JH^ : 3 4 , gE?!!#-5§- : 3 6 , 
MB^J## : 3 8, !B?lJ#-§- : 4 0 , IB3?!l#-§- : 42, gB?U#-5§- : 4 4 , BE^iJ# 

25 # : 4 6 , SB?IJ## : 4 8 , MB^J#-5§- : 50, BE?U#-§- : 52, BB^J#^ : 54, 
BB3?!l#-§- : 5 6 , SB^lJ#^- : 5 8 , IS?lJ#^§- : 6 0 * f*BE^J## : 6 2t?^ 



WO 2005/092383 



PCT/JP2005/006444 



3 

r =• ymmm&*s;^fi-z>? >vN°^fc^b< f^-^^^^T 0 ^ k^^^^cd^o^ 

db) ib?ij#-§- : 4^^5T?y mnm tm—h\^< tzmntto \^m—<D 

( 1 c ) ifi^lj## : 3 0 X*m tSfrlZT^S MflBM t IH— tb< tt^W^^IU— 

io (2) fc&WK nmm^ : 2xm^n&T * 

(1) lE*fco£!j, 

( 3 ) @B^lJ#^- : 2 , BB^J#^- : 4 , BB#I#-*§- : 6 , BB^J#^ : 8 , @B?G# 
10, SB^IJ#^- : 12, IB?l]#^§- : 14, S3?!!#-5§- : 16, iB?lJ#-5§- : 18, 
15 IB^IJ## : 2 0 , IB^IJ#^- : 22, IB^J#-^- : 24, IBM#-J§" : 26, IB^iJ# 
• t: 28, i3^ij#^- : 3 0 , IB^lJ#-^ : 3.2 , I3^iJ#-^ : 3 4 , 1BM## : 36, 
IB^IJ#^- : 3 8 , gB^J#-§- :40, @B?lJ#^ : 4 2 , gfi?lJ#-S§- : 4 4 , IEM# 
# : 4 6, @B^lJ#-5§- : 4 8 , IB?lJ#-^ : 5 0 , @B^lJ#^- : 5 2 , SB?IJ#-P§- : 5 4 , 
BB?lJ## : 5 6 , @B^J#^- : 58, BB?U#-*§- : 6 0 ;£ te@B^lJ#-5§- : 6 2t^$ 

20 tiz> t * ; mm t m—h b < itmw&ofcm— <dt ^ ; wmn*^~tz> ? >^ 

(3 a) SB^IJ*-^: 2 "Cifc £ 5 7 5 /^BB^i |H— h L< © 
7=- /W^tftS^^^ft) L< fi-t^lfP^^ K*fc«^rO±gOit 

(3b) mzm^r ■. mnm t m— -h l < te^ir i^kud— <d 
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(3c) bb#j#-§- : 3 o x*m £tiz>T^; mmm t m— -h b < i-zmww in— 
5 f&m%k 

(4) tf^iw, ss^ij#-^- : ymmm^^-r^^^^^m 

JzfB (3) fB*»£iJ, 
( 5 ) gS?0#-S§- : 2 , Sa?'J#-^ ; 4 , E3RJ#-J§- : 6 , IB^iJ#^ : 8 , IB» 
10 f : 10, MB^J#-^ : 12, IB^J#-^ : 14, WM&^r : 16, gB?iJ#-^- : 18, 
g3^IJ#-§- : 2 0 , mnm^r : 22, @E?IJ#^§- : 24, ifi?lj#^- : 26, IBM# 
f : 28, @B?lJ#^§- : 30, IB^J#^- : 32, MB^J#-^§- : 34, BB^J#^- : 36, 
: 38, SBM#^- :40, IBM#^ :42, @B»^§- :44, IB?lj# 
46, BB?!I## :48, BB^J#^§- : 5 0 , IB^J#^- : 52, S3?IJ#-*§- : 54, 
15 SB^Jli-^ : 5 6, IB^J#^§- : 58, BE3flJ#-J§- : 6 0 ^fc»@B^lJ#-^ : 6 2 
ix575; Sf IB^iJ <h m— i> b < temc^l^— ©7 ^ y ^IB^iJ^-a^i-S ^ 

y ^ ^ k, 

20 (5a) IE?IJ#-*§- : 2 , IB^J#-^ : 4 £fcteBB?!!#-^ : 3 0 X*%:£tlZ>T ^ J 

«^^l#W^SBB^I^fc«^©-^^^Ti-5T^ir V^/Ky 
5 s " K, 

25 (6) JbfE (5) fB«c(DT^^-fe^^^°y ^ i^^- K^M tt^l>gl, 
(6 a) JbfB (5 a) fiE*c<DT y ^ ^ ^^-^ K£r*a^bTfr5 g 

(7) «^m©^-^^UTfesjiffi (e) mm^mm, 

(7a) Mm^&tf^Bfc • m^JT&SJblB (6a) ffiijftcDEIjl, 
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( 8 ) gS^J#-^§- : 2 , BB^IJ#-^ : 4 , @B^J## : 6 , 1E^IJ## : 8 , IE^iJ# 

t: 10, m^m-^r-: 1 2, IE?lJ#-S§- : 1 4, gB^JH^ : 1 6, BB^J#-§- : 18, 

E^IJ#^- : 20, BB?IJ#^- : 22, @B^]#-*§- : 2 4 , E^iJ#-^ : 2 6 , gB» 

t: 28, SB^lJ#-§- : 3 0 , BE?!l#-§- : 3 2, IB?lJ#-5§- : 34, IB^J#-^ : 3 6 , 

5 m^m-^r : 3 8 , @B?iJ#-*§- : 4 0 , BB?l]#-J§- : 4 2 , IB?lJ#^§- : 4 4 , SB?iJ# 

46, SB^IJ## : 4 8 , BE#l#-£- : 5 0 , |B^J#-§- : 52, BE?!J#-J§- : 5 4 , 

gE?IJ#-§- : 5 6, gE?!]#^ : 5 8, gEM#-^ : 6 0^fc«IB^J#^- : 6 2"T?^$ 

10 (8a) Ifi^iJ#-5§- : 2 , IE#J#-J§- : 4 £ tegB?lJ#-!§- : 3 0 t*^57^ 7 

(9) _hfe (8) SE*<0&#«r£^TUTfc5E§a&, 
(9 a) _hfB (8 a) fBgscD^^^UT^SlSm, 
15 (10) B?R«^*©^B&-f&SfjS|-efc5Ji|B (9) |B*ft©£3& 

(10a) nf&WS&^Bfc • 3 _hffi (9a) IE^cDIS^, 

(id -tie (8) &m<o&L#&ttvxtez&mm, 

(12) «^^cD^iDfm-efes_hfB (id mm^mm, 

(13) gB^lJ#-§- : 2 , mtm'Hr : 4 , gE?!i#-5§- : 6 , @B^iJ#^- : 8 , ffSM# 
20 f : 10, m$m-%- : 1 2 , gB?lJ#-5§- : 1 4 , gH?lJ#-i§- : 1 6 , BS?rj#-i§- : 18, 

: 2 0 , gB^'J#^- : 2 2 , gB?IJ## : 2 4 , @E?IJ#-^ : 2 6 , @B^lJ# 
f : 28, gB^lJ*-^ : 3 0 , IB^J#-§- : 3 2 , gE?lJ#^§- : 3 4 , BE?!l#-§- : 3 6 , 
gB^!l#-^ : 3 8 , m?m-%r : 4 0 , IBM#-^ : 42, gS^J##- : 4 4 , gB?IJ# 
f :46, gB^lJ#^- : 4 8 , BE?!l#-^ : 5 0 , BB^J#^§- : 5 2 , IE?!l#-§- : 5 4 , 
25 gB?IJ#-§- : 56, gBM#-5§- : 5 8 , gB?IJ#-S§- : 6 0 £ tz. JigS?U#-S§- : 6 2 T**§ 

(14) i/^^n— /v 7 Km'fb^'l4tr|5i.#i-^f^ffl%^r-r^^#i^^f«0 



WO 2005/092383 



PCT/JP2005/006444 



6 

(15) @B^J#-§- : 2 , IB»-5§- : 4 , SB?lJ##- : 6 , 1B3«# : 8 , IB^i]# 
f : 10, m^m-^r : 12, gB^lJ#^§- : 14, @a?lJ#-5§- : 16, IB»^f- : 1 8 , 
IB^lJ#-5§- : 20, IB«-5§- : 22, SB^J#-^ : 24, IB^J#-^ : 2 6 , |B^lJ# 

5 f : 28, m&m-^r : 30, gB^J#^§- : 3 2 , IB^iJ#^- : 3 4 , IB^J#^- : 3 6 , 

IB^lJ#-§- : 3 8 , |B^lJ#^- : 4 0 , IB^lJ#-^ : 4 2 , BBMS# : 44, IB^lJ# 

t:46, : 4 8 , 1B^J#^ : 5 0 , gB^J#^- : 5 2 , IB?iJ#-5§- : 5 4 , 

MB^i]#-S§- : 5 6, BB^iJ#-^- : 5 8, BB?!I## : 6 . 0 * : 6 21?*$ 

^r^y miB^ij ^ ID- % b < ^IdfC^-ID— <DT 5 y stiBM^^-^-r 6 * >v? 

(1.5 a) BB2?!I#-^: 2 ^$^57 5 7 HfflB^Ji: R— L< tt^KW^PI— 
15 (15b) |B^lJ#-§- : 4 -C* iSi\>%>~T 5 y ItIB JIJ ^ IH— L < teHSClft In ID— 
(15c) @B^IJ#^- : 3 0 X*m $ix57 5; / gllB^J ^ ^— U < f«ff^^lD 

(15d) ±E (15) ~ (15 c) IB«cT)^^ y-^>^fe^^^T#fc 

(16) IB3W§- : 2tt^tl57^ /m@B?lJ^^-ra^^^^^ b< 

^c7)^^^ p^tcn^<Dm.&m\<^±.m (15) ta*©^ y-~v^fe, 

25 (17) mm-W : 2 , SB^lJ#-€- : 4 , BE?U##- : 6 , BE?!l#-§- : 8 , gB?lJ# 
f : 10, IB^IJ#^- : 1 2 , SB^lJ#-^ : 14, BB^J## : 16, SE?0#-5§- : 18, 
@a?lJ#-^ : 20, SB^lJ#^- : 2 2 , @E?lJ#-*§- : 2 4 , IB^J#-5§- : 2 6 , BE?lJ# 
t: 28, la^JH-^- : 3 0 , SB?lJ#^- : 3 2 , @B^J#-^ : 3 4 , IB?lJ#^§- : 3 6 , 
BE?IJ## : 3 8 , SB^Jff^ : 4 0 , BB^!I## :42, IBM#^- : 44, IB?U# 
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f :46, SS?iJ#-5§- : 48, IB£lJ#^- : 50, IBM#-^ : 52, M^m^ : 54, 
IB?lJ#-§- : 56, IB^J#-5§- : 5 8 , @B^J#-*§- : 6 0 * fc it I3?'J#-!§- : 6 2 

(17a) m&m-flr : 2 $ tl 5 T ^ S t IH— % b < teH® 1$ 

d7b) mmm^ 4 1?^ $ tus r 5 7 msb^j £ m— u < teHfc^ m— 

(17c) BB^iJ#-§- : 3 0 *C*Stb5T 5 /SffiB?!l £ ID— b < 
15 K 

(i 7 d) ±ib (17) ~ (i7c) mm,<D*? y—~>-ym*v v&m^x 

(18) @E^iJ## : 2 -C* $^57^7 HiB^JSr^-fS * SC L < tt 
•^(D^^^K^fc^^^^-rSJilS (17) fBicO^^ y — 

20 ^r>jy K 

(19) IB^lJ#^- : 2 , IB?IJ#-*§- : 4 , @B?!!#-5§- : 6 , BE?lJ#-§- : 8 , |B^J# 
f : 10, IB^IJft-^- : 1 2 , IB^J#-^§- : 14, @B?lJ#-§- : 1 6 , |3«-5§- : 1 8 , 
@B?IJ#-*§- : 2 0 , SB^IJ#^- : 2 2 , S3?!j#^§- : 2 4 , BB?!J#-§- : 26, IB^J# 

28, IB^IJ#^- : 3 0 , gB^J#-^ : 3 2 , IB^!l##- : 3 4 , IB^J## : 3 6 , 

25 mZm^ : 3 8 , IE?lJ## : 4 0 , IB?lJ#-*§- : 4 2 , IB^J#-^ : 44, IB?IJ# 

# : 4 6 , IE?IJ#-S§- : 4 8 , gfi?!]#-5§- : 5 0 , ffiB?iJ#^§- : 5 2 , |3?iJ#H§- : 5 4 , 

@E^IJ#^- : 5 6 , mtm-B- : 5 8 , SB^lJ## : 6 0 £fcf*@E?!l## : 6 2tt$ 

^7^y gtSB^ij i: ^— t> b < «nif Wicin— or s y gtiB^j £^r-r & * w-? 
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(19a) gE#I## : 2 T?*Stb5T ^ /KBB^J t PJ— U< ttHJtW^I^I— 

5 ^^m, 

d9b) mb?ij## : 4ta$^r^y stia^j t m— u < temrift ^ no— 

io (i9c) ia^ij#-^- : 3 o ^£nz>T^ymmmtm—hv<femw#)fcm 

d9d) _hte (19) ~ d9c) &m.(o * yjj&t&m^mb 
15 ^ s tw^m©^ • f&iSBW, 

(21) 1E?!I## : 2 , SB^IJ#^- : 4 , SB^lJ## : 6 , BB^J## : 8 , IBM# 

20 f: 10, IB^lJ#^- : 12, gB^lJ#^- : 14, @B?l]#-S§- : 16, IB^lJ#^- : 1 8 , 

m^m-^r : 2 0 , IB^lJ#-§- : 2 2 , IB?IJ#-*§- : 2 4 , IE?lJ#-£- : 26, IBM# 

t: 28, @B^iJ#^- : 3 0 , |B»-?§- : 32, IBJ0#-5§- : 3 4 , MB?lJ#-5§- : 3 6 , 

IB^lJ#-§- : 3 8 , IB^lJ#^- : 4 0 , IB^iJ#^- : 4 2 , BE?U## : 4 4 , IBM# 

# : 4 6 , IB^lJH^- : 4 8 , IE#l#-§- : 50, fB^J#^ : 5 2 , IB?IJ## : 5 4 , 

25 SB^J#-§- : 5 6, IB?!l#-§- : 58, @E?iJ## : 6 0*/tttBB2?IJ## : 6 2tt^ 

(21a) BH3?!J#-^ : 2 T?S $ *L5 T 5: 7 £ HI— L < teSUfflft PI — 
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cor^y mnm sr^^rt- 5 * * jc * » * i&^f- k £ =» — k-t 5 # y 
(21b) sb^ij#-^- : 4-ei^§7$ /sub^iio— l< femmm^m— 
(21c) be?ij#-j§-: 3 ox*m£friz>T^ym%mtm— *>b< ^fc^-in 

10 ^y^^F, 

(2 Id) JifE (2 1) ~ (2 1c) IB^CD^^ y — —ly^m^m^xmh 

(2 2) IE?iJ##: 2t?S$W7^ / S£IB?iJ£^^3 ^ >vn°^ |f fcf« 
0^13^7°^ K«r = — Ki-§* 0 y ^ is*?- KSr^-f-5_hlB (2 1) ffittcD^ 

15 ^y— -^ffl^K 

(2 3) ntfLiil#)^^-b, BBM#^- : 2, IB^J#-§- : 4, Ifi?lJ#^§- : 6, SEJlJ 
#-!§- : 8 , IEM## : 10, 1B^J#-^ : 12, IE?lJ#-*§- : 14, BE?lJ#-£- : 16, 
SB^lJ#^- : 1 8 , MB^iJ#^- : 2 0 , gB?!l#-i§- : 2 2 , IB^lJ#^ : 2 4 , IE?U# 
f : 26, IB?IJ#-5§- : 2 8 , IB3FIJ#^§- : 3 0 , @E^lJ#-^ : 3 2 , gB?lJ#^§- : 3 4 , 
20 |fi^J#-*§- : 3 6 , @B^lJ#-^ : 3 8 , IS?U#-*§- : 4 0 , IE^O#^- : 4 2 , @B?U# 

f :44, IE^IJ#^- : 4 6 , 1B?IJ#-^ : 4 8 , BE^!l## : 50, Ifi?lJ#^§- : 5 2 , 
m?m-& : 5 4, nmm-^ : 56, EE?!l#-^ : 5 8, @BM#^ : 6 O^fctegB^J 
#-*§-: 6 2T^$^L5T5 yiMBJiJilH— <b b< ttHSC^^IH— ©75 yiflB^J 

(2 4) telMW, @EM##: 2T^$tb?)T5/^IB^J^^ri-^^^^ 

^^^oii^o^^pWi-^^^-e&^iiE (2 3) ia*(D^i, 
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(25) gB^J#-^ : 2 , : 4 , IBM#-^ : 6 , IBM#-^ : 8 , IBM# 

t: 10, BB^J## : 12, m&m-fr : 14, BB^IJ*^- : 16, IB^J#-^ : 18, 
IBM#-5§- : 20, IE?lJ#-5§- : 2 2 , IB^J#-5§- : 24, IB?!l#-i§- : 26, SBMS 
f : 28, IB^IJ#^- : 3 0 , IB^J#^- : 3 2 , gBf!I## : 34, IB^iJ#-^ : 3 6 , 
5 K?U#-§- : 3 8, IB^J#^§- : 4 0 , @B?lJ#-^- : 4 2, IE?iJ#-i§- : 4 4, @BM# 
t: 46, IB^IJ#-^ : 4 8 , @BM#^ : 5 0 , BB2W£- : 52, IB^lJ#^- : 5 4 , 
@B^IJ#-^ : 5 6, IB^lJ#-^ : 5 8, SB^J#-^- : 6 0*^«gE?lJ## : 6 2"C*£ 

(2 6) WB&m-B-: 2X*$k£frZT^ yfflB&l&ttlrZf^^fWb b< « 

O^JI^PWi-^-hfB (2 5) mm<Djj^ 
(2 7) P^KSg^AO^BS • ^^lJ^M3ti-^fcfe(D, IB^lJ#^- : 2, gBM# 
15 : 4 , @EM## : 6 , BB?!l## : 8 , IS?'J#-5§- : 1 0 , IB?lJ#-5§- : 1 2 , IBM 

## : 1 4 , iay!l## : 1 6 , IB^J#-^ : . 1 8 , IB?'J#-^ : 2 0 , SB^iJ#^ : 2 
2 , IB?lI#-5§- : 2 4 , IB^J#-^ : 2 6 , IB?lJ#-S§- : 2 8 , IE?U#-5§- : 3 0 , IBM 
: 32, SBM#^- : 3 4 , iBM#^" : 36, IBM#-^ : 3 8 , BB^J#^- : 4 
0 , IB^iJ#^- : 4 2 , m&m-%r : 4 4 , Ifi?lJ#^§- : 4 6 , SB^J#-^ : 48, IBM 
20 : 50, BB^IJ#^- : 5 2 , gB^lJ#^§- : 5 4 , IBM#^- : 5 6 , IB?lJ#-^ : 5 

8 , : 6 o * 6 2 -c^ $ t ^ y ^ia?ij ^ t u < 

25 (2 8) {k&WK : 2X*m&fo%T^ ;mnm&^ir%<?i/;'<? 

(29) BBM## : 64f fcte@B^J#^- : 6 6 T?£ ^5757 IMBM t HJ— 
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(30) IB^J#^- : 6 4 * fc ttIB^iJ#-5§- : 6 6 ^5757 BfclB^J ^ IH— 

(31) ga?lJ#-*§- : 64lfc tegB^J#^§- : 6 6 ^tl§7 5 J ffl5Sffl t IH— 

io 02) _bts (3D mm<Dm%&^i^xf£z>w>wrMs 

(3 3) «^^BO^|ff^T?fe5_h|S (3 4) !B4fe<£>^®r3^ 

(34)' @a^ij## : 6 4 * It Ytffi&m* : 66tg^^7^7 IIIB^J ^ IH — 

15 (35) MS^lJ#-i- : 6 4 * ttBH3?!l## : 6 6 Tfsft £ tl5 T 5 7 MM £ IH— 

(36) ga^lJ## : 641 fctt@H?IJ## : 66Tt^575; MBB^lJ £ HJ— 
20 b< (i^f fet^-©7^ yiE^lJ^f tS^^^f t L< tt-t©*FP^ 

(37) IB^IJ*-^ : 6 4 * f2IE?IJ#-J§- : 6 6 T** ^575/ ItlB^J t |r|- 

(38) Ba^l## : 6 4 * ■. 6 e -C* s tts r $ y seiB^j ^ in— 

L < ttHKW ^-©7 5; &gS?!l Sr-^^r*t- § * ^ * St £ tt-t <7)^^y 
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(4 0) IB^lJ#-§- : 6 4 *fcteBB?iJ#-§- : 6 6 ^^575 / S$IB^lJ^ [Wi- 
fe b< temmmzm—(DT^;mm&^^z?i'^?Mhis<te : z:(D&ft-< 

(4 1) P¥©S§#S&<Z>^B£ • ?&^J£i^-r&fcfe<D, IB?lJ#-5§- : 6 4 ;£ fete 

is^ij#4 : 6 6 -c* $ jh/5 t 5 y if ib^ij t m— h u < teHlfift t^-©7-;yi 

H 2 tt % CH25Hat^^m*t %— #*(%FEV1) ©*BBI&^M2|-Cfc5 0 El-K 
20 AteNN^£, D^NEi^ OteNS^Sr, A^CElf^ ■ f3:CE2Al¥£:g-f~ 0 

teCH25H5frte^-f§9l*£N 8t*lW:%— #*(%FEVl)Sr^i-„ r tfSHftft) =0. 36 
p(^5f+^^^#^)=1.9 

0 3^ CH25Hslf5T-^m* £ %C0Mtemtg^J (%DLC0) g M Sr^f-H"? fe S □ 
m^s AteNNl^ DttNEH^, OteNS^£ N AfiiCEli££\ MfeCE2Affi &mir 0 
25 ««CH25H»fS^^^»^, ^$fi«%C0|fU$femfg^/ (%DLC0) £^1~ 0 r(t@M# 

iSc) =-o. 8i p mti^^Mm =o. 0002 

ID 4 (A) te N ^/^^SiiS^^^^T^CH25Hafs^-i:CYP27Aiat^- : ?-(Z)^?a 
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« ^ ^ =i jg($gg£g ffl & ^-r 0 

5 /I- (25-HC) *<Z>£ft£r*i*-?-|a-Ca><5„ HI'K «&Wltt25-HC*S: % ^3$ f 3^=0 

15 (B) te, ^^3S»»^!>^JWlaJft^*tS3^^n^v*(oaESjiSr 

i~ 0 #te25-HC^, 0(43ybn-/v^f 0 
10 HI 6 (A) {£, ?^^MWLm^Vxn,W^B^ffifrWM&%LPS$5£ZP25-HCX* 

^bfc^ocxcL2at-|5^m*^^i-S-^fe^)o H 1 * 1 , IBMtttt^at^^sm* 

15 £r, ^ttt(-±LPS*5.J:^25-HC^)^p*Sr^i- 0 

«25-HC^, O^^^ h /v^*i- 0 
20 SfeSrS-TE-efeSo Elf, S£#J«Wffc£, tttt^WrtS-^L^iTKmibs^ 

gB^J#-^ : 2 , IB^J#-§- : 4 , IB?!l#-£- : 6 , gB?U#-§- : 8 , IB?!l#-§- : 10, 
25 @E?iJ#-^- : 12, BB2?iJ#^- : 14, IB^iJ#^- : 16, gB?iJ#^§- : 18, ifi?i]# 

f : 20, gB^J#-*§- : 22, BB?iJ## : 24, gB^iJ#-S§- : 2 6 , IB^"J#^- : 2 8 , 
SB?IJ#-5§- : 3 0 , @B^lJ#-^- : 3 2 , IB^iJ#-5§- : 3 4 , @B^lJ#^- : 36, IB^iJ# 
t: 38, @B?lJ#-*§- : 4 0 , gB^lJ#-5§- : 4 2 , IB^J## : 4 4 , gE?lJ#-*§- : 4 6 , 
IB^J#^- : 4 8 , iB^IJ#-^ : 5 0 , gSM#^§- : 5 2 , IB?lJ#-^ : 54, gB^lJ# 
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f : 56, m&m^- : 58, BB^iJ#-^- : 60, E^J** : 62, |B^J#-^ : 6 4 
($K JfFM. I^BJ^, #&*BflS N ^*!)T«, ffMBM, -frflM, 

mmmm, mmmnm, mmmm, mm, mmm, $L&ms& m, 

t tabus, b«, -r^-^^^^—m^, mmmm, m-^t, #?±&», 

%mmm, mm&h u< nmmm&, -^±n^thhmmcommmm, t^rnhL- 

mn&tm m, nsi3* % m®m, ±mmmm, mm, urn, mortis, 

S£«fu /MK) > Ti#:, W, «L fl, ffll, ±MB, McD 5 , 

15 #ts, mm, &m, mm, m, m<m m, ±m, /j« , mm. 
mm, mrm, m%s&, mum, m%, $m, mm, #> mm, 

mmm^r : 2 , BB?i]#^§- : 4 , iB^J## : 6 , BB»-*§- : 8 , IB?!J#4§- : IO, 
IB?IJ#-§- : 1 2 , IB?0#^- : 1 4 , IB?IJ## : 1 6 , @B?0#-§- : 18, SB?l]# 
20 f : 20, BB^IJ#-^- : 2 2 , BB^J#-§- : 2 4 , gB?lJ#^§- : 2 6 , BB?U#-§- : 28, 
SB^IJ## : 3 0 , @B^IJ#-§- : 3 2 , IB?lJ#-J§- : 3 4 , IB^J#-§- : 3 6 , BB^J# 
f : 38, IBM#-^- : 4 0 , BB^IJ#-^§- : 4 2 , |BM#-^ : 4 4 , BB?lJ#^§- : 4 6 , 
SB»-S§- : 4 8 , @B^IJ#-^ : 5 0 , .BB^l!#-5§- : 5 2 , BB^J#^§- : 5 4 , BB?IJ# 
56, IB^iJ#-§- : 5 8 , SB^lJ#-^ : 6 0 , IB^J#-^- : 6 2 , BBM#-§- : 6 4 
25 £ fc «IB?0#^- : 6 6 T?ife $^5757 ^SB^lJ t MKfo (^-©7^7 ItlB^iJ t 
UTH, |B?lJ#-^: 2, @B^J#-^- : 4, BB?iJ#-^ : 6, BB?IJ#-*§- : 8, IB?'J# 
f : 10, IB^lJ#^- : 1 2 , 1B^IJ#^ : 1 4 , BB?lJ#-5§- : 1 6 , BB?0##- : 1 8 , 
m&m-B- : 2 0 , IB?lJ#-§- : 22, SB?!!## : 2 4 , BB?lJ#^- : 2 6 , BB^iJS 

28, BB?lJ## : 3 0 , BB?lJ#4§- : 3 2 , @EM#-§- : 3 4 , BB?IJ#-8- : 36, 
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m$m-W : 38, @B?IJ#^- : 4 0 , m&m-% : 42, @B^IJ#^- : 4 4 , SB^iJ# 
f :46, SB^i#-§- : 48, SB?!J#^§- : 50, BB^!l## : 5 2 , : 5 4 , 

gB?IJ#-§- : 5 6 , IE?lJ#^- : 5 8 , @E?iJ#-5§- : 6 0 , IB^iJ#-^ : 6 2 , ia?0# 

# : 6 4 * fc «IB^iJ#^- : 6 6 T*m $tl§7?7 BtlB^J ^50 %£A_h, 0* b 
5 < fiftft 6 0 £ b b < te^ 7 0 %£Uh, «fc t> b < fctfcj 8 0 

_h, b < ttJIft 9 0 %£JLb, b < ttift 9 5 %W_hcDt@IH'|±§r^i- 

57^7 BfeBB^J* iftf^ff P>H5„ 

T $ Smmnofamm-t, fam&tirMTsl'=tV XANCBI BLAST (National 
Center for Biotechnology Information Basic Local Alignment Search Tool) 
10 3rfflV\ £TFtf>&# (83#ffi=10 ; =¥> yf&WFt ; ^ b P ^=BL0SUM62 ; 7 

IBM#-^ : 2 , IB^IJ*^- : 4 , IB^iJ#-^ : 6 , IB»-*§- : 8 , BE?!l## : 1 0 , 
IB^iJ#-8- : 1 2 , gB?iJ## : 1 4 , @B»-$§- : 1 6 , ffi3W# : 1 8 , @B^iJ# 

# : 2 0 , @B^lJ#-^- : 2 2 , iS?0#-5§- : 2 4 , IB?!!** : 2 6 , |B?iJ#^ : 2 8 , 
15 nmm^ : 3 O , gB3?lJ## : 3 2 , IBMH* : 34, IH3?lJ#-§- : 3 6 , IB?lJ# 

t: 38, @S?0#-5§- : 4 0 , : 4. 2 , @B^lJ#-^ : 4 4 , E?!l## : 4 6 , 

sa?ij#* : 4 8 , ia?ij#* : 5 o , mnm^r ■. 5 2 , sb»* : 54, ib« 

# : 5 6, IB^lJ#-^ : 5 8 , BB?!J#-* : 60, @B?iJ#-S§- : 6 2 , @B?lJ#-5§- : 6 4 
* fc teSB?iJ#* : 6 6 -C* $^57 5 7 ^IB^iJ £ Hff W HI— © T ^ / @£IB?iJ £ 

20 ^t^^^^IiLTti, fcl*.^ tulSOlB^IJ#-^ : 2, IB3W* : 4, SB 
?IJ#* : 6 , IB^lJ#-^ : 8 , IE3«* : 1 0 , SB?lJ#* : 1 2 , BBM#* : 14, 
BE^iJ## : 1 6 , gB?!!#* : 18, IE?!l#* : 20, |B?iJ#* : 2 2 , SBM# 
f : 24, IE?lJ#* : 2 6 , SB?lJ#* : 2 8 , Ifi?lJ#-§- : 3 0 , IB^J#^- : 3 2 , 
MB3«* : 3 4 ,. SB?IJ## : 3 6 , SE^iJ#-^ : 3 8 , SB^iJ#-^ : 4 0 , SB^J# 

25 f : 42, SB?lJ#* : 44, @B?lJ#* : 4 6 , SB?lJ#* : 4 8 , @fi£lj#* : 5 0 , 
gB?IJ#-J§- : 5 2 , |B^J#-^ : 5 4 , SE3W* : 56, |B?!]## : 58, @B^lJ# 
f : 60, SB^J#-5§- : 6 2, ME?IJ#-§- : 6 4 £fcteIE?lJ#* : 6 6T'^^57 
^ymiB^iJi^^^lH— ©TSyg&BBMSr^U IEM## : 2, @E^J#-§-: 
4 , @B^IJ#^- : 6 , SB^iJ#-^ : 8 , BB?iJ#* : 10, SB3W* : 12, |fi?lj# 
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f : 14, M^m^ : 16, B2^!J#-§- : 18, IBM*^ : 20, @B^J#-^ : 22, 

BE^lJ## : 2 4 , BB^IJ#-S§- : 26, ga?lj#^- : 2 8 , BEM## : 30, IBM* 

f : 32, gB»-5§- : 3 4 , IB?lJ#^§- : 3 6 , IB?lJ#^ : 3 8 , 1B^IJ#^ : 4 0 , 

SB?IJ#-S- : 4 2 , BB?IJ#-^ : 4 4 , IB?IJ#-5§- : 4 6 , IBM#-^ : 4 8 , IE?!l# 

5 50, gB?IJ#-5§- : 5 2 , IBJiJ#-P§- : 54, IB?lJ#-5§- : 5 6 , IB?iJ#^- : 58, 

@3^IJ#-^ : 6 0, SB^IJ#^- : 6 2, SB?IJ#-*§- : 6 4 ;£ teIB^iJ#-^ : 6 

^««ff?£tt, *>v^jf^I**ettft^flS|f?H* (0t| % #ijo. 0 1-10 Of*, 
0*L<tt**JO. l~10f|, £ t>0;£ b< teO. 5~2{£) T?*>S r. fc*S«F* 

3 i^-^n— /i^fcifcfbiSteoailJtMu gf*^cD^, fllfcfrf, j. Biol. 

Chem. 273^, 34316-34327H, 1998^^15^0^"^^^^^^^ CS^?*^ 
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miiLThm (Ms C 125 I3 > C 131 i] , C 3 H] , C 14 c] ft if) "CSiSiifca^f 

£?4«^i^44<D?»J5£te, g <D 2? ?£, J. Immunol. 171#, 

5 2057-2065H, 2003^fcf2*(^^&^ tzfe^thKW C S^fe^^o T&!l3£-t"5 

10 tifclcA^ lUi^WSr^PU ftjEMJI&raiilU Jbf|3 

?l/s<?W#Mm^®i<DmMn, gf*^£P<Z>;^fe, 0lj*.f^ J. Biol. Chem. 
272#, 4281-4286H, 1997^m|E«J©^fe* fctoflJ^ C SlfrSfcHltfco T?U5£ 

15 niim§o 

20 M;U3\ ^^^Sf (Ms 7/v^-i/^^7 7;vtvytwyft^-f 
ft 2?) T?^Bffi & frfc^®^:/^ K (W> Nma-Pro-Lys-Pro-Leu-Ala-Nva-Trp- 
Lys (Dnp) -NH 2 , Nma : N-methyl anthranilic acidft £0 ft if tf5fl!V> bftSo 
3i£S<D$iJ5fete, ^co^fe, Mx.«^^^«ftif^ffl-rs^fe^CTfT 

25 ^fc s ^i^V^tiS^y^^f tLt«, ^itl (i) E?!l## : 2 , 
MB^J#^ : 4 , @S^iJ#-^- : 6 , E?!l#^- : 8 , E?U#-^ : 10, E?lJ#-*§- : 12, 
gS^iJ#-S§- : 14, E3«-^ : 16, @BM#^- : 18, E^J#-g- : 20, IB^J# 
f : 22, SB^lJ#-§- : 24, IBM#"^ : 26, SB?0#-^ : 28, IBJlJ#^- : 30, 
: 3 2 , SB^lJH^- : 3 4 , E3«-!§- : 3 6 , E?'J## : 38, gfi^lj# 
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f : 40, m$m-%- : 4 2 , BB^J#-^- : 44, BB^lJ#-S§- : 46, IE?'J#-^ : 4 8 , 
BBM#^ : 50, BB»-5§- : 5 2 , IB^J#-§- : 54, BB^J#-^ : 5 6 , BE?« 
t: 58, ia?lJ#^- : 6 0 , 1B^IJ#^- : 6 2 , BBM#-5§- : 6 4 £fcW:BB?U#-£- : 

6 6-e«§^7^ y@fia^ij^» 1 ^fc^2jm^Jb ($l*i«i~i o oamjs, 

5 ^L<iil~3 0 fiSS, KL<ttl~10 f@flg, $ b fc&ti b < tigc 

(i~5) m) (DT$ym&x&:L.fzT$swtm&L (ii) mzm-fk 2, bb^j 

: 4 , IB?lJ#-5§- : 6 , BBM#-§- : 8 , BB«-§- : 1 0 , BB?lJ## : 12, SB 
?IJ#-i§- : 1 4 , IB^IJ#^- : 1 6 , BBM#^§- : 18, IB^iJ#^ : 2 0 , @B^lJ#^- : 
2 2 , @B?IJ#-S§- : 2 4 , m$m-% : 2 6 , IB^lJ#-^ : 2 8 , iE^J## : 3 0, S3 
10 ?m-W : 3 2 , BB»H§- : 3 4 , IB^J#-§- : 3 6 , IE?U#-§- : 3 8 , IBJIJ#-^ : 

4 0 , IBM#-§- : 4 2 , SE^J#-5§- : 4 4 , |S^J#-5§- : 4 6 , E^J## : 4 8 , SB 
?!)#-!§■ : 5 0 , Bfi?IJ#^§- : 5 2 , BB»^- : 5 4 , BB^J#^§- : 5 6 , SBM#^ : 

5 8, SB?lJ#^§- : 6 0, @BM#^- : 62, BB^J#-^ : 6 4 * fc teBE?IJ#-§- : 6 6 

tii$ti?>7 =• y stBB^ i * fctt 2 fi^Jb (09*.^ l — ioo must, 0* b 

15 <(41~3 0igg, &tL<(il~10igg, i$bfc&tiV<fem (1~ 
5) f@) ©7^ /^#iDLfc7? ygtBB^iJ, (iii) BB^iJ#^- : 2, BB^J# 

: 4 , BE^IJ## : 6 , @B?iJ#^- : 8 , SB^J#-*§- : 1 0 , SB?iJ#^- : 12, BB^J 
## : 14, BB^IJ#^- : 1 6 , BBM#-^ : 1 8 , BB^lJ#-S§- : 2 0 , BB^J#^§- : 2 
2 , IB?IJ##- : 2 4 , SB^lJ#^- : 2 6 , BBJ'J#-§- : 28, BBH#^- : 3 0 , BE?!] 

20 : 3 2 , BB?lJ#^- : 3 4 , IEJIJ## : 3 6 , BB^lJ#-^- : 3 8 , E?fl## : 4 

0 , BB?!l#-^ : 4 2 , SBM## : 44, BB?lJ#-§- : 4 6 , BBM#^- : 4 8 , BE^l) 
: 5 0 , BB?lJ#-S§- : 5 2 , BB^lJ#^ : 5 4 , BB^lJ#-^ : 5 6 , |B^J## : 5 
8, BB?lJ#-§- : 6 0, SB^lJ## : 6 2, E#J## : 6 4 ;£fcteBE?ll#^§- : 6 6t 
S$W7^ /IMB^iJ^ 1 ^fd«2{@^± (m«:i~iooisg, 0*L< 

25 iil~30 {gf^S, b < 1 - 1 0 f@gS> $ 5j £ b < ( 1 - 5 ) 

B) <DT$;m&ffiA£*VttT^SmS&\U (iv) BEM*^: 2, BE?iJ#-5§-: 4, 
BB^lJ#-^- : 6 , BB?lJ#-^ : 8 , 5B?U#-§- : 1 0 , BB^J#-^ : 1 2 , BE».-*§- : 1 
4 , iB?)J#^ : 1 6 , SB^iJ#^- : 1 8 , BE?U#-*§- : 2 0 , BE?lJ#-5§- : 22, BE^J 
#-^- : 24, BE?!l#-*§- : 2 6 , B3?lJ#-^ : 2 8 , BE^lJ#^- : 3 0 , SB^lJ#-^ : 3 
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2 , @B?U#-5§- : 34, Mmm^ : 36, iB^J#^ : 38, IB?IJ#-§- : 40, IB^J 
: 4 2 , 1S?IJ#^- : 4 4 , gB^lJ#-^ : 4 6 , gB^iJ#-5§- : 4 8 , SB?lJ#-^ : 5 
0 , IB?lJ#^§- : 5 2 , IB^lJ#-^ : 5 4 , IB^lJ#^ : 5 6 , IB^J#-^ : 5 8 , IB^iJ 

: 6 o , mzm-w ■. 6 2, @a^ij#-§- : 6 4 ^fc«ia^ij##- : 6 6 

5 757 fJffiB^tf) 1 ^ fcfl 2flB£JLh 1 — 10 0 f@SS, 0* b < 1 — 

3 0f@g^, #*L<ttl~10fflg*, $6>Hl«F*b<l4» (1-5) Wi) <D 

75 y^ior? ;Mx*WM£titcT^ sWHSWU ^.tiit (v) ^nb^ 

5^^^S£J3u C^C^^^^drV/V^ (-C00H) , ^/l^'^f i/l— h (-C00"), 
75 K (-C0NH 2 ) ^fc{±^^X7V (-C00R) ©f6Jtlt'feoTtJ;V\ 
15 ;:W7«tt5RiUtt, ^^/K n-7°nt>, 

-fyyntVK n-^f^if<DC H 7/V^i, 0fl*Ji^ iX^ n^^^vK is 

20 C 7 _ 14 T7^^r^S, fcV^n^/^^^^/vS&^JlV^;rL3o 

-effl V > b tl & # Z/s* ? SCj&S C 5fe$&£JW # ifc fit* /istf 

*Z/U—h) ^^TbTVN§^#, %/lstf3ri/;um&TSi Kte3;fcte^^7VWk£ 

£ LTtt, ^!l^f^_h|5bfcC*^^)^^^^^^^v>fcttS 0 
25 «^J3l^H3^:/^frKlte, N*S©7 5 7B« (0!k 7 

^^--^^) ©7 5 7l^fgi 53vi-5^, 7tf;H^if©C 

„7y^ 7 ^ /V* if © C H 7 ^) Ti£^$*LTV^t<£> £.fcftx~mm 

£tiX$Lf&i-Z>N3zii%ii(DSf/l'? 5 y^l^ t°n 5 ^St-fb bfc <b <75, 

©75 ./ @^#J§Lh©S£&^ (^iJ^^-OH, -SH, 75 7S, 5 /l^, << 
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A'Sft if <o c H 7^* y if© c x _ 6 t >wg& if) -cfl^S $ *lT 1^5 (D, 

f : 10 T?^ $ tt 5 T S 7 HSfi?lJ Z> * Z/s< ? ft, @B?lJ#-i§- : 1 2 $ 

10 tt5T5 yKBB^JSr^^T-t-S^ W-?^|f N IBJ!l#-*§- : 1 4 TfJfSJiST $ J IfcBB 

#-*§■ : 2 OT?* 5**1,5 7 5 SWZB&l&'£%rtZ>*l"*m> SB^J## : 2 

15 E&\&<£jrtz>*f*?w, ie?ij## : 2 6 -e*&*i,37 5: y gfcss^isr-g-jrf-s 

^^H, IB?iJ#-*§- : 2 8-C*£*b57.5 SfSmfiitt^-fZ 9£ s SB 

?W§- : 3 Ot«*^tL575 ymifi^^-rS^^v-^JI, @B^IJ#^-: 3 2T* 
S^il57^ /^SB^^I-S^^v^jr, @B5W§-: 3 4^^57 5 7 
* w^|C % SB^iJ#^- : 3 6t^^57 5 / ^IB^^i- 
20 S^W**®, BB?!J## : 3 8^^57 5 SWtWS&l&tt-tZflss-tfK, 

m^m-^r : 4 ott ^57^ ymwm&^-t&?>;<?w, : 4 2 

25 BE?!l#-§- : 5 0 T**^§ 7^7 StlB^J^-a ^ri"6 * If, IB^J#-^ : 5 2 

-e*£tb3T^ y^IBM^r-a^fi-^^ V^fC, @B^iJ#-§- : 5 4T?*Sil575 
/ ^ftS^^^f, iB3W§- : 5 6Tf^57^/ g£BE?!J 
-rS^V^^St, SB^iJ#-^ : 5 8^$tl57^ ;W&M i klS^C*Z>9l''*?'Rs 
IE?!l#-§- : 6 0 ~em 7$;y gf SB^IJ^^i-5 9 W^f, SB^lJ#^- : 6 2 
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/ Mtia^'J St^^I" 5 * ^ IC * fc «@B^iJ#^- : 6 6 "C* $ ft § T 5 7 @£IB?!J £ 

5 p fens ^ S^M^f Kt-feo #£u<ra, |fj|BUfc^0J-effi 

V ft 3 ^ ^ St IH^^ttW^r^-t" 5 t> © *t? fcft fc£ V ^ ft <£> t> <D T? & «fc V \ 

©7 5 /KBB^JSr^T-rS^^ F\ BayU## : 4 T?*$ft5T5 J BftBB^im^sv^ 

10 #^^JSV^ft5*:^:?|£<a*j£T^ /IftBE?!l©5*>^ft< H2 0iSli, 
&*L<tt5 0fl£l±, §fe(«L<!470m±, «t «9 0* L < 1 0 0 #1 

£JLt, u< ft 2 o o{@^±or^ /^ib^j^-TS^:/^- Kft^JlV^ 

bft^o 

15 msx-t (0^u<«, i~ioiss> £ fe^0^b< fern a~5) » or 

1~2 0«, i!)ff*L<i41~10flSS, £e>fc:#*L< ttSfe (1~ 
5) f@) ©T^yt^ou -^COT^ /ItlB^iJ^l ^fc«2je^_h 

(0* U < 1-20 {IHflJg, it)»*U<lil-10 flMJt, $ «b t04 L 

20 (i~5) f@) cDT^ygf^A^fts £fcf± N -?:cdt^ ysfia^ij^o 1 

&iz, ^mmxm^^hn^y^y 0 ^- mc*^#/i^>^/vx (-cooh) n 

tf/l^^V— > (-C00 - ) , T5K (~C0NH 2 ) (-C00R) ©{WTft 

25 T*feotUV\ 

miXTl£!I£ft-ci^ NduJ^^rt-e-iDiDf^ft^bfc^^ 5: 
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©IS^^ K tb 5o 

(Mn «®t ^«) (#K T^y^JRitt) 4^i©* 

b-c«, ^jx.^, £s« (Mx.fc£% *&gi> y^m, JHb3fc*ife N «) b<Dm., 

25 -O-Xt Ky 7l^T5 7^;^;«, 4 

3rW ^vl^ f/V7 a: ~/VTi? >75b7 3VMSfflS N *"UT^y^7^ KWJt% 
4- (2\ 4'-^F^^7x^-tFo^r^^) 7 ^ / ^ vlfflt, 4 
- (2', 4'-^h^'77x^-Fmoc7^x^) 7x7^«^ 
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k*&mi?Z^k&X*%Z> 0 ^(Z)j;5W^V\ a-T^SiiifM* 
5; }?Mk Ltit dcc, n, N'-^y^D^/v^^K 

wtbfeJciSj^^lCfiT-fe^'fkftlftljafcbn^J (0»J*.fif % HOB t, HO O B t ) 

N, N-^WM7$K, N, N-^fvI/7th7 5 K, N-^^A-t 0 
7k*SS, h y ~7;\<3-u^# s—tvizHtoT/vzi— 7Hig N ^^^^A^^iyK^ 
/Mlu T± h^hyyv, h y /nfc if h y ^i, n^>y ^/v, gft$ 

5i*R$tt, ii^- 2 o°c~5 ox;<Dmmfrbm±m$i&tbZ 0 rn'mt^nr^r 
25 ^ y^^^ii^i. 5 ~4itmffl"?m^ khz* ^ytKuygis^v^ 

#ft$i^ s #bftftv^ ii7KW»*fcttr-fe^/W 5: ^y-^^fflvNT 
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*FwK Cl-Z, Br-Z, T^V^/l^^>#/l^~/K h P ^/V^nT 

TJA^^v'/i^W;, #JxJ3\ TA^/i^;*7vWb (0»J*.r£> ^tVK ^5vK 

9vK S^p^tvK 2-T^^/l^^(Dii:fm, »feL<f«7 
10 ;Vdr;l/i^r/Hk) N 7 7^^3:^T/Hk (^^L«\ ^< V^/l^^TVK 4 — 
= h a^i^^/Vai^^/K 4— ^ h^^^^^^ai^^K 4 — ^ p P'^vVv 

a-tJwv t K7V 5 K{b> t-7^^-7* /ntf^/v t K7^ HMk> h y t 

20 t°7=;vl^ t -7 s ^/vK^^-trfe5o 

fni/y©7i; — yHfcd<Bft3£©i*Si2££ LT«: S 00*. b z k c 1 2 - 

BzK Br-Z, t — y*f-;Vta if^fflV> b^So 

t $ ^^/KOft«it LTIi, 0!l*.ff, Tos N 4-^h=¥v' 

-2, 3, 6 — > V *^-As^/*i ^*;V-fo=.;\s s DNP, ^l/is/V^is 
25 Bum, Boc, Trt s F m o c t£ V ^ h frl& 0 

#k 7v?K, igtt^TVi' [TV^a — Wiil ^ n n 7^ y — /K 2, 

4, 5-MJ7nn7x7-;K 2, 4-7^hP7i;-/K i/T y t^-JVT 
^7^fn7xy-;K HONB, N-tKn^^70\ N- 
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tKo^7^/W5K, HOBt) t<03i^TA^ ft ^JlV^tLSo WM<D 

10 0°C~4 Ot^i^^fTftfrHStf^ ^^SM^Tte, M^f^s X— y*-/K 

7^ H\ .1, 4 —-fZ^Vf-Or— /K 1, 2 -^yv^r— ;^if©i 5 ftTJ 

TJiV^fbS 2, 4-v>- bo7i-;Httft7x7^ "9^*$ft N 
15 Mi7 0 h77^>K- /W£ff^£ LTffll^H5:^/i^/^te±fE<£) 1 , 2 
-m^ i/^^-— /K 1 , 4 l/i?^?t— /Wft £<D$&El : <D&Mm\ZL3LZ>WL 

m%£x$v\^s %f&mk-)- b v yi»i«> irT^^Ti&^^.tsT/w* y*&afc 

M^-^K^^M-^i-^t ^ftv^tl&<^*«ft fci^cfti 

7^7MiJ(^7°f-K (^^^«) "CMtfbfc^ f^y°^ 

J-Yk U ^fe©^ ^/N°y ft £ Tc^y 0 ^- K£_hfB bfc =fc 5 ft?JH§«£ 
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So 

j^t^ (i) ~ (v) £ titt.m&mif hfi&o 

(i) M. Bodanszky 3o <fc LJ 5 M. A. Ondetti, K • v^^iriX^ (Peptide 
Synthesis), Interscience Publishers, New York (1966^) 

(ii) Schroeder*3«tt^Luebke N if • - K (The Peptide), Academic Press, 
20 New York (1965^) 

(iii) &mm$M, F&j&vm&tmwt* (1975^) 

205, (1977^) 

(v) &»fttmm&, mmm&^mm, mum, -<^k^> mmra 

7 >r — • Pvf^77^ - #^h s b^ ^m^^T^ej^Jli^ bft 
(^itSri^t't^U ^^Tltbftfc^te, ^^fefcSWS-Srft 
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*&m-?m^biriz>*z"<?9t&=— K-r&*°y \?t its, mm 

fiV^^S^^-TfeoTt J:V\ &IL<ttDNA1ffc5„ DNAiUlt ^ 
lUiBUfclfflia • !Rifcl±l*<D cDNA7^7 4 7 U — , N A<Dl>-f ft-Cfc J: V\ 

y^-fy y — nntjB-rs^*— ^ /^fyt7 7-^ k, 

total RNAtfcSmR NAB^ £ffSM bfc & <D £rffi V > TiH^ Reverse 
10 Transcriptase Polymerase Chain Reaction (J^T> RT-PCRife t B£f^i~ 6 ) fc«J: 

#^l^JEV^;h,5* W^SC&=i — KtSDNAt Ltft BB?U# 
: 1 , : 3 , IBM#^- : 5 , mm* : 7 , SB^lJ#-^ : 9 , IBM# 

11, IB?0#-^ : 13, mm* : 15, IBM#^- : 17, BE?!I#-^ : 1 9 , 
15 IB^IJ#-^ : 2 1 , mm* : 2 3 , IB^IJ#^- : 25, W^m* : 2 7 , IB^J# 

f : 29, 1B^IJ#^- : 3 1 , mm* : 3.3 , IBM#^ : 3 5 , BE^!I#-^ : 3 7 , 

mm* : 3 9 , ib?ij#-s- : 4 i , ia?ij#-5§- : 4 3 , m?m* : 4 5 , @B^IJ# 

^- : 4 7, m?m* : 4 9 , IB2?0#-§- : 5 1 , m$m* : 53, m^m* : 5 5 , 

mm* : 5 7 , m?m* : 59, ia?ij#^ : 6 1 , mzm* : 6 3 titimm 

20 #•§- : 6 5-e^$n3^SiE?IJ£^ri-5DNA, Sfcte, IB^J#^§- : 1, gB^J 
: 3 , @B^lJ#^- : 5 , mm* : 7 , mm* : 9 , @B^lJ#-^ : 11, SBM 
#^§- : 13, IB^lJ#-^ : 1 5 , SB^lJ#-^ : 1 7 , IS^lJ#-S§- : 19, mm* : 2 
1 , mm* : 2 3, BB?!l## : 2 5, m$m* : 2 7, BB#I## : 2 9, BB^lJ 
: 3 1 , IB?IJ#-^ : 3 3 , IB^J#-^ : 3 5 , m$m* : 37, BB?lJ## : 3 
25 9 , BE?!l#-§- : 4 1 , m$m* : 4 3 , @B?IJ#-*§- : 4 5 , SB^J#^ : 47, gB^J 
## : 4 9 , SB^IJ## : 5 1 , mm* : 5 3 , @B^]#-^ : 5 5 , mm* : 5 
7 , @E^J## : 5 9 , SB^lJ## : 61, IE#I## : 6 3 £fcteBE?0#-§- : 6 5 t? 

?ij&^ru mmvfz.m?m*: 2, iB^iJ#^-: 4, 6, ib^j#-^: 
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8 , IB^IJ#^- : 10, mzm-SIr : 12, SB^iJ#-^ : 14, BBM## : 16, gB^J 
#■§- : 18, IBM#-^- : 2 0 , SS^!I## : 22, gBJlJ#-§- : 2 4 , BB3«-§- : 2 
6 , IB?iJ#-*§- : 2 8 , mZm^ : 3 0 , gB?tf#^- : 32, gB^J#-S§- : 3 4 , gBM 

: 36, IB?!l#-£- : 3 8 , IB^J#-^ : 4 0 , @B«-5§- : 4 2 , BB^lJ## : 4 
5 4 , gB^iJ#-5§- : 4 6 , iB^lJ#^§- : 48, gBM#^ : 50, gS?lJ#-*§- : 5 2 , IBM 

: 5 4 , gE#l#-£- : 56, @B^lJ#-^- : 5 8 , @B?lJ#-5§- : 6 0 , gB^lj##- : 6 
2 , BB?!I## : 641 fcf±|E?!J#-J§- : 6 6 Tf* $ tbS WtWM%^1rZ> # 

10 SB^O#-^ : 1 , IE?!J## : 3 , gB^J#-5§- : 5 , ga^ij## : 7 , gBM#^ : 9 , 
g3^]#-*§- : 1 1 , gB^iJ#-5§- : 13, gB^IJ#^- : 1 5 , BB#!#-5§- : 17, IB^lJ# 
■§■ : 19, gBM#-S- : 2 1 , gB^lJ#-S§- : 2 3 , SE?lJ## : 25, gB?lJ#-5§- : 2 7 , 
gB^iJ#-^- : 2 9 , gB^J#^- : 3 1 , gB^iJ#^- : 3 3 , EE?!)#^ : 35, gE?« 

# : 3 7, BB^J#^- : 3 9 , gB^iJ*-^ : 4 1 , gB^J#^- : 4 3 , E#!#-i§- : 4 5 , 
15 gB»-^- : 4 7 , ga^J#-^- : 4 9 , gE?iJ#-5§- : 5 1 , BBM## : 53, IB^J# 

f : 55, BB^j#-^- : 5 7 , gS^lJ#-5§- : 59, gE?iJ#-J§- : 6 1 , gB^lJ#-^ : 6 3 

^^!) ^Xt'#5DNAtLT», fjiil gB^iJ#^-: 1, gB?lJ#-5§- : 3, gB 
?lj#^§- : 5 , : 7 , BE?U## : 9 , gB»-S§- : 1 1 , gB»^§- : 13, 

20 gfi?lJ#-*§- : 1 5 , SB^lJIf : 1 7 , BE^J#-§- : 19, ga^lj#^§- : 2 1 , gB?lJ# 

-9- : 2 3 , gB^J#-^ : 2 5 , g3^iJ#-S§- : 2 7 , gB^iJ#^- : 2 9 , |B^lJ#-^ : 3 1 , 
IE?U#-§- : 3 3 , gB^iJ#-^ : 3 5 , gB^IJ#-^ : 3 7 , gB^lJ#-^ : 3 9 , gB» 

# : 4 1 , gB^iJS-^- : 4 3 , gB3?0#-§- : 45, IBM#^ : 4 7, gB?lJ#-^ : 49, 
SE3?IJ## : 51, gB^iJ#-§- : 5 3 , gfi?ij#-^- : 5 5 , gB^iJ#-5§- : 5 7 , gB?iJ# 

25 f : 59, BBM#* : 61, gB^J#^- : 6 3 l£ tega?lJ#-5§- : 6 5 T?^£;h,5:& 
SgBM il^5 0 %R_h, £ b < «#*J 6 0 £ b teffr-M L < fiftft 7 0 %J^ 

-b, J;f9^^b<{»8 0%^XJb, Wll<lil)9 0 0 /o«±, ftt^L< 
te#*J 9 5 %£* Jb©*B l^tt^^ri" § itSBB?!l %^~t SDNA^MV^tlSo 
i&XIE^JOtgHOttte, ^BIHttfUfTA'^i; XANCBI BLAST (National Center 
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for Biotechnology Information Basic Local Alignment Search Tool) £rfflV\ 
SkT<D£kW (W#ffi=10 ; ^-Vs^&fflF-r ; 7 4^9 V ^^=0N ; vyf^37 
= 1; ^^y^n7=-3) \ZXn&i-%Z. bftX*%% 0 

5 Molecular Cloning 2nd (J. Sambrook et al. , Cold Spring Harbor Lab. 

Press, 1989) KHE*ctf>;fr?fefr TfT* 5 £ 5 0 rf:flR<£>7 

10 M^Mi ^ ^ h £ te> 0»J;tfc£, ^ b U 9 i 9-4 Om 

M N folk b < ttjft 19 — 20 mMf\ i&^flSJfa 5 0 ~ 7 0 °C, tit. b < ^ 6 0 
-65 °C<7)#:#£r^-ro -ThVV J*mgZ&m l 9 mMT'fiSiJ^ 6 5°C© 

J; 19 JM^-te, @B?iJ#^ : 2 1?*$nST 5 SmZm%^1rZ>? 
15 Sr=x— KtSDNAt LTte@B?iJ#-*§- : 1 "C^^iiStliERISrtttSDNA 
&2f^ iB^J#-^- : 4 T?* 5**1/3 T 5 /KE^^Tf"** 2"** K-f- 
SDNAi UXf*@B^lJ#-^- : 3 T**^5:^IB?iJ:ir^^^5DNAfr £^ IB 
: 6-e*$n5T^yftIB^J^^i-5^^^«^^- KtSDNAt 

20 1?t^x2.7 5 ygMB^J^-a^i-5^W^^«^^— KtSDNAi bT«IB?iJ 
: 7t?**tb54fc3£iB2?!lS:^^r-J-SDNA35;ifiS % 6B?!l#-§- : lOti^ 
5 7^7 IliBM Ir^tt 5 ^ y f * ^ - Kt 5 D N A i LTtegB»-^ : 9 
X*m $ 5 ittSB^J Jftmir 5 D N A ft £T tf* , SB^!l## : 12tt^i57^ 
^MB^iJ $^y^^f Sr = - KtSDNAfc tt telfi?0#-i§- : 1 1 T?* $ 

25 *b 5 i&^gB^iJ ^r-a 5DNA4W IB?iJ#^ : 1 4 Tic £ix<5 75 7 SfeBB^U 
Sr^^r-t-S^^^^JTSr^*- KtSDNAt LTttBB?ll#-J§- : 1 3T?*$tb54S 
a£K2?!lSr^-f SDNAJ&^d^ gBM#^ : 1 6 "C*$tl5r 5 J HBB^JSr^ 
-r^^>/N°^K^r=i— KtSDNAi LT«@B^IJ#-^ : 1 5 $ frl 5 i&SlB^J 
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y/^f^3-Kt§DNAiU teiB?lJ## : 1 7 "T?|g £ fi % i£X@B^I £r"a ^ 
flC&=» — Ft5DNA^ LT«IS?IJ#-^ : 1 9 t?^$tb5^BE^J^^r-t"SD 

NA^^ij^ ia^J#-^- : 2 2T^$tu5r ^ y^sa^j^-a^ri-^^^^K^^ 

5 -KtSDNAtLT «ia^iJ#-^- : 2 1 tf* $ 5 i&Sia^J £r*£^rf 5DNA/i 
ia^J## : 2 4t*t$^7^ y^ia^iJ^-a^-rS^V^^WSr^— K-f 
5DNAttT «iB^lJ#-^ : 2 3 t?* $ frl 3 &gIE?lJ 5 D N A ft if & N 

ga^iJ*-^- : 2 6T**$nST5 ^KBH^JSr^i-S^^^StSra— KtSDN 
Ai UT^ia^lJ#-^ : 2 5-C^$tb5^SSa^J^^i-§DNA^^^ N E^if 
10 : 2 8t*$fL57^ ymm&l&tt-tZffSfW&z 1 — KtSDNAi b 

T«:ga?iI#-5§- : 2 7-eS$^)tIiB^^ft6DNA^^^, BB^I#-f- : 3 

: 2 9-e*$tbS4SU£BB^J**g-^-rSDNA«:^ N BB#]*§- : 3 21:^ 

15 : 3 l^£^5^Sia?IJ£^^i-5DNAft^#^ iBJ!l#^- : 3 4"et$tl 

57^/WJ^ft5^^^f^= J ^-Kt5DNAt LTteIB^J#-^ : 3 
3 Tf* £ *b 5 i^SIB^iJ £^a ^1" SDNA^if^ ia?iJ#-^ : 3 6tf $tl57 5 
/SffiHyilSr-g-^ri-S^^^KSra— KtSDNAi UTtti32?!I## : 3 5 

$ 6 j^bem £-a 1~ 5dna4^, ia^j#-^- : 3 8 £fri&T 5; j mga 

20 yiISr-&^r*f-S^^^Sr^3— Kt5DNAt UT«ia^iJ#^- : 3 7Tr*$ix§ 
i^SSa^iJ Sr^-f Z> D N A f£ W&m-^r : 4 0 T** ^5 7-;/ IfeSE^J £*a 

ttS^y/^IIrn-KtSDNAi UTttBB?!l##- : 3 9*C*Sn5tta£E 
^lJ^ft2)DNA/^^\ ga^lJ#-^- : 4 2 T?*$tL5T 5 /SfeEMSr^i-S 
* W^fr&ra — KtSDNAt LTteIB?!J#-*§- : 4 1 -C«£*L5:Stt3ffl?!l«rg- 

25 ft5DNA/^«\ @B^J#-§- : 4 4-^*$^5T^ yMtSa^J^-a^i-^^^ 
^£r=i — KtSDNAi bT^ia^iJS-^- : 4 3 tS^tl5Sil£^%ttt5 
DNA^W\ BB^iJ#-^: 4 6 tt$ti57^; /ifcjE^JSr£*1-5 * i""^SC«: 
= - KtSDNAi UT^ia^lJ#^- : 4 5 "C*$tbS4fe3£iS^I3r^'t-5DNA 
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6E?!!## : 5 0 X*m ^157^; WMM ^^-f- § 9 ^flrn-KtSDN 
A h LT «iB2?iJ#-§- : 4 9tS§W i£SBE?lJ Sr^^ 5DNA4W\ IB^iJ# 

* : 5 2tg^575 Smm%^-rZ><?^s<?m&='~- KtSDNAi L 
5 T«IB^IJ#-^ : 5 l-eg^^§fiSIB?lJ^tt?)DNA^^, BH£iJ#-§- : 5 

4T"S^tl575 ;m%Z&]&^^iirZ>#>'/<?W : &= 1 — KtSDNAt bTtelB 
?!]#-§• : 5 3-e*$H-5SSBa^lJ^^r1-SDNA^^^\ IBM#^- : 5 6^ 
^tl§7^y WJ^ftS^^^I^^- KtSDNAt tt fiIB^!]# 

# : 5 5-t?*^tL5^SSa^J^^r-r5DNA^^S % IB^lJ#-§- : 5 8ti^n 

10 57^ y»J^Mt5^^^I*^ - KtSDNAi LTttE^Jf t : 5 

7 @£BB?i] ^T-f § * ^ffSr^—K-fSDNA^UT «IB^J#^§- : 5 9 
£ th Z> m.mm%^1r 5DNAftW @B?iJ#-5§- : 6 2 1?* $ti?)7$y ^1B 
^!l^^ri-5^ W?^lf«r = — KtSDNAi bT«IB^iJ#^- : 6 ltf^S 
15 iS^BB^JSr^-fSDNA*^^, SE?!]## : 6 4 T** $ttS T % / SftBB^USr-g- 
^Ti-S^^^StSrs— KtSDNAt LT ta@B?lJ#-i§- : 6 3 T?^ £ *L 5 i£ggB 
^J^ft5DNA^^^ N @B^iJ#-§- : 6 6Tf*Stl575 /SfeBB^JSr^^i"* 
^W<^Jt4:=i — KtSDNAi LT«IB^iJ#-^ : 6 5 "CS£;h,5:l&£BB2F!ISr£ 

20 ^WC^V^fe^SlfP^^KSra— Ki-«aKP5<^ ($k DN 

/ADNA7^^7!)^ BtrlBLfcjRBJS • M**cD c DNA S BufBU^^lS- 
c DNA7^7*7!J — s ^DNA©V^ftlT^J;V\ 
25 ^^lE^^V^b^&pfc^^^^ K^r^ 3 *— Ki~<5DNA t UTte:, 011*. Jf* 

(i) mzm^ : i , ia^ij#^- : 3 , wm^ : 5 , w&m* •. 7 , mzm-^ 

9 , :11, BBM#-^ : 13, BE?!l#-J§- : 15, IB^iJ#^- : 17, IB^O 

: 19, @B^J#-5§- : 2 1 , IB^J#-^ : 23, BE?!!#-§- : 25, BE?IJ## : 2 
7 , IE?!l#^ : 2 9 , gB»^ : 3 1 , BB#J## : 3 3 , IB»-^ : 35, BB?IJ 
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: 37, mmm^ : 39, IB^lJ#-§- : 4 1 , 1B»-^ : 43, BE?!]#-£- : 4 
5 , IB^J#-S§- : 47, IB^lJ#-5§- : 4 9 , IB^J#^§- : 5 1 , IB^lJ#-§- : 5 3 , IB^iJ 
: 5 5 , : 5 7 , IB?lJ#-§- : 5 9 , IBM#-5§- : 6 1 , IB^J#^ : 6 

3 n= fc «sa^j#-^- : 6 5 -em &tiz> z^-t d n a <d— u& 

5 SDN A, ^fc», (ii) IB?iJ## : 1, SB^J#-^ : 3, IB?iJ## : 5, IB^J# 

# : 7 , gBM## : 9 , @B^IJ#-^ : 1 1 , @B^iJ#-^ : 13, BE3«-i§- : 15, IB 

: 1 7 , BB?U#-f - : 19, BB?lJ#-^ : 2 1 , PB?U#-§- : 23, iB?l!#-^ : 
2 5 , BE?U#^- : 2 7 , BB?iJ#-^- : 2 9 , BB^I## : 31, MB»-^ : 3 3, IB 

: 3 5 , IS?iJ## : 3 7 , IB?iJ#4§- : 3 9 , IB^iJ#-^ : 4 1 , gB?0#^§- : 
10 4 3, IB^iJ#^- : 4 5 , IB?IJ## : 4 7 , IB?iJ## : 4 9 , IB?0## : 51, IB 
?lJ#-§- : 5 3 , BE?!!#-§- : 5 5 , BBM#-§" : 57, IB?0#-^ : 5 9 , IB?iJ#-^ : 
B 1 , BB?IJ#-S- : 6 3 £fc«IB^J## : 6 5 -ZmZfrZIMmSfflks^ X h V > 

15 5DNAfr^tf3JEv^*L5„ 

BB^lJ#-S- : 1 , IB^IJ*^- : 3 , @B^!I#-^ : 5 , WMm^r : 7 , SB?iJ## : 9 , 
Sa^J## : 11, ga?U#-§- : 1 3 , IEM## : 15, BB?lJ#-J§- : 1 7 , K#J# 

# : 19, IB^J#-^- : 2 1 , IB^J#-^ : 2 3 , : 25, I3?IJ#^§- : 2 7 , 
IB^lJ#^- : 2 9 , IB^J#-§- : 3 1 , BBM## : 33, IB?lJ#-§- : 3 5 , IB?lJ# 

20 f : 37, IB^IJ##- : 3 9 , IB^lJ#-5§- : 4 1 , IB?!l#-^ : 4 3 , IB?U## : 45, 
@B^lJ#-§- : 4 7 , ia^lJ#-§- : 4 9 , B3?!l## : 51, IB?U#-§- : 53, @B^lJ# 
f : 55, @fl^ij#-^ : 5 7 , gB^J#-^- : 5 9 , gB?0## : 6 1 , BB?!l#-^ : 6 3 
* teIB?lJ#-*§- : 6 5T'S^2> ±MgB?lJ iW7 J ^VXT^5DNAii itu 
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_ L ^_. — ~i,Jf (Molecular Cloning) 2nd (J. Sambrook et al. , Cold 
Spring Harbor Lab. Press, 1989) ^flBic^^i:^ £l-t£o Tfrft 5 - ^ 3i s T?% 

10 D N A CD^SIB^IJ (D^^{^ N P C R N Mk. «\ Mutan™-super 

Express Km (SS5t (tt) ) , Mutan™-K (^ga£ (tfe) ) ^JlV^T, ODA-LA 
PCR&U Gapped duplex?*, Kunkel?£#<D £ fr^PO^fefc 5 V M«;fL b fcfg C 3 

15 «btm^ £ v) m&mm-effiifLfc y , v ufc d ux^ts r ^ 

X^5„ ^DNA^^r©5'5feMJ^aiRM^^ K>£ LTCATG^fU * 
fc3'*^#J}3L^f?H-ih3 KVitt©TAA, TGAtfclJTAG^f bt 

3— Kt^DNA^?) g^i:i~5DNAifJt^-^^ tH (n) f£D N AlfrJt£r 

^ ^ — ^ bXtt, ±mM&$$(Dy°7* 5 K (M> pBR3 2 2, pBR32 
25 5, pUC12, pUC 1 3) , ttllft*®^^^ K pUB 1 1 0, 

pTP 5, pC194) , K (^!J. p SHI 9, p SHI 5) % 

\7 T—^ft TV $"7 t— v\ Wfn^w, y^iX^T^^/^, 

^dpan r>^/U^^^Ogj,^jr>^/^^if^)^ pAl-11, pXTl, pR 
c/CMV, pRc/RSV, pcDNAl/Neo/i»^W. 
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3zk LTfflV^:®^^ S Ra7°P^- SV40/n^- LTR7° 
P^e— N CMV^n^ ^ — , HS V-TK/n^e- * — JfciT^tf 6>;ft5 0 
5 ^tlbCO^h, CMV (f^ h^^n^^f^) 7°d^- SRa7°n* 

p7°n^-^- lac^°n^e— ^— N recA7°o^^ XP^p^ 

SPOiyn^^ S PO 2 7°p^^- pen P7°u^—? — 

gap7p^-, adh^p^ — $ — 1£ <3f i/V\ *&£ass&*iiiJl&-eS> 

15 V40or iilSftS^feS) & if Utt^ &tf>£rJE^5 n £ 

m&L-^— % — b Ltli, >>fc Kn^lSK»5c»5(l (KT, d h f r 

^B§#i-§^^^>^) (MTX) Btt) s T^t 0 ^ 

y^»ffi*^ (WT> Amp r «it5i^fe§) N ^^^fwittl 

^ C^T> Neo r tllitai^fe§ N G4 18fitt) kftSo 
20 #t£ % dh f r jfrls^iSt^W— — X/nA7^- »^V^Td h f rst^ 

*5fcWtettJP-*-£o ^E^v-^y tTlitfc^i^ PhoA • 
25 ^IJ, OrapA • S^^Via?lJ&^#\ ^£tfV^/W*JPlfl&-C& 5 a-T^ 

MFa->^t;«, sue 2 • f^vMEMfc ^ te^*J#)*0IS 
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5 ^v-rc JJ t7If«l:M^ Ltii, fjiH Dt7-n!) 

(Escherichia coli) Kl 2 • D H 1 [Proc. Natl. Acad. Sci. USA, 60 
#,160(1968)] , JM10 3 [Nucleic Acids Research, 9#, 309 (1981) ] , J A 
2 2 1 [Journal of Molecular Biology, 120#, 517 (1978) ] , HB 1 0 1 
[Journal of MolecularBiology, 41#, 459(1969)] , C 6 0 0 [Genetics, 39 
10 #,440(1954)] ftif/^Jlv^fLSo 

s^/lsXmWkLrXi^ Wx.t£, y<^-/U^ • (Bacillus 
subtilis) MI 1 1 4 [Gene, 24#, 255 (1983) ] , 2 0 7- 2 1 [Journal of 
Biochemistry, 95#, 87 (1984)] ft 

Uti LTH, ^ijxJ^ ty^P^^ft^ irl^t^-^rc (Saccharomyces 
15 cerevisiae) AH 2 2, AH 2 2 R~, NA 8 7 - 1 1 A, DKD-5D, 20 
B — 1 2 N iyy'i^" 5/ 33 o -T'^i' -f? aK>"-< (Schizosaccharomyces pombe) NC 
YC1913, NCYC2036, t°^T ^7 b U ^ (Pichia pastoris) K 
M7 1 "ftiftfSJll^jLSo 

MMIS^ LTte, 0!l*.f^ -7^;^^AcNPV0l^ 
20 5fe^blfflJ3S (Spodoptera frugiperda cell ; S f &HJ3&) s Trichoplusia nicZ)^ 
Ift*OMG 1«3, Trichoplusia ni(£>Pl±l3fe<^High Five™7», Maraestra 
brassicae[E^<7^fflfl£:£fc«Estigmena acrea^*(Z)|ffllS/fe <^fflV^ hfc& 0 V 4 
;V7^BmNPV(Di^tt, ^ l±I 3£$ef blffllS (Bombyx mori N IBIS ; BmNlffl 
J§£) teF&m^bfrlZa n&S fttiltlt Mill S f 9mm, (ATCC 
25 CRL1711) N S f 2 1 $BJjS C£AJr N Vaughn, J. L. b N In Vivo, 13, 213- 
217,(1977)) ftif^UNbtbSo 

M^L«\ ^^CD&A&^tfSJEl^ftS Ctuffl fe> Nature, 315 

#,592(1985)] o 

mmm&tlsXl^ ^ifl t^ttCOS-7, Vero, 
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-X^^^^-iUCHO (J^Ts CHO (dhf r") ^i:P&13) , 
LfBIft, v^AtT-20, v>)^5xp- ^IfflflS, v>>^ATDC5|[BE 
7yhGH3, t^FL»MV^ti^5o 
5 xVxJj tTS®Sr?F^*5m-rS^tt, 011*. tf, Proc. Natl. Acad. Sci. 

USA, 69#, 2110 (1972), Gene, 17% 107 (1982) & ^clfB^^&c^o T^T^ 5 £ 

^^^M^^^Kfe^-f"^^^, Mill Molecular & General 
Genetics, 168% 111 (1979) ft ^fcfB^O^fe^o TfTft 5 - £^T?#5o 
10 g|-&£^fCiS$l1-3{;if3:, Methods in Enzymology, 194% 182- 

187(1991), Proc. Natl. Acad. Sci. USA, 75% 1929 (1978) ft if^fEfc©^^^ 

MAM^fcf^Mi.^^Klg^i-^.iclfi, #(J;U3\ Bio/Technology, 6, 47- 
55(1988) ft i£\Z.^M.<D^m\Z.^xrf^ 0^.b 5 C 

h=i— tV. 263-267(1995) (5fPt±^?f) v Virology, 52% 456 (1973) ^f3*Sc^ 
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7 H££ia"t?M9 J#ife [Miller, Journal of Experiments in Molecular 
Genetics, 431-433, Cold Spring Harbor Laboratory, New York 1972] #5£F^ b 

5 y t TlfOi^ 15-43 °C-e^ 3 — 24 B#P^ 

^^y-^^/^^Hco^, **«ii^ 3 0-4 0 °C-C^ 6-24 0#^tT^ 

10 — /V^— (Burkholder) ift/hi^i-til [Bostian, K. L. fe>> Proc. Natl. Acad. Sci. 
USA, 77^, 4505(1980)] ^ 0 . 5 %# if 5 / Wt&^^ft 5 S D±t±iil [Bitter, G. A. 
b> Proc. Natl. Acad. Sci. USA, 81^, 5330 (1984) ] &mfhtl& 0 igMCDpH 

&m 5 — 8 Km&-tz> <D$m-£ bv\ 2 0 °c~ 3 5 °cxm 24-7 

15 ^^mmm^tMm^xh^mntmPf^mm-r^m, mmtvxi^ 

Grace's Insect Medium (Grace, T. C. C. , Nature) ,195,788(1962)) &£#fMk; b 

fci o%^^jfe?t^(D^p^^3il:*p^rj:^(D^^^^v>b^So J§ift<DpH« 

^ 6 . 2 - 6 . 4 «>* s »* bV \ 2 7 °C-C^ 3 — 5 0 ffi 

*T&V\ ^^bTii^^#^P^So 

— 2 OyoCD^^l&Lit^^tfMEMiM [Science, 122#, 501(1952)] , DME 
M^ift [Virology, 8#, 396(1959)] , RPMI 1 6 4 0ft [The Journal of 
the American Medical Association 199^,519(1967)] , 1 9 9 tgf& 
[Proceeding of . the Society for the Biological Medicine, 73^, 1 (1950) ] ?£ 
25 iftfSJfll^Jh/So P Htt» 6 ~ 8 (D^Wt UV\ fif^lf |] 3 0-4 

0°C^1 5 — 6 0H#P^fjftV\ ^I^CTlIW^Di^o 
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r/f-^i t>V * 7c f2«jf£BMi?ft if fc: J; o Tffift: S V n fciJNB]& L <7> 
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5 ^^Jl^ib^^^JC^ b< tt*p^^ K^/tfi-t^ift (BJIT, #c 
tftK K S3 V ^ T , r ft b ¥ W © * ? If £ B§l5i~ 6 § ) 

io (a) ^E-y ^n — r;v$iWm%M1&<DVFM 

•£ftg#S>3W*fe#, #«1J^ fe^4$tb5c &^«bT^«£f!5£ 

15 m\<^bfrlZ>UlbLW}%)k Itli, 011*. fi, fvK I 7^= 3 r\ -Y)*, ^WyK ^£ 

* b< JlV^ftSo 

?Wb mam t ^^tc(Dib, mtl^^ b /ctl« ©SttSrSU^-r 5 

25 JV7s^^l/<O^S^ bt^^-Y— (Nature) N 256, 495 (1975)] fclffcl^lfei- 5 
itms. Sta^t^Jt Ltfi, MZ-tt. #!)ifl/^!J3-^ (PE 
G) ^ir^^V <7^W*ft^25#tf bftSj^ ^$L<ttPEG^v^bfL5 0 
fifi«iLT», 0!lx.fif s NS-1, P3U1, SP2/0, AP-lfe 
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~2 0 : lSttfo!), PEG (£?;£b< ttPEG1 0 0 0~PEG6 0 0 0) 
^10-8 0 %m&<DWk8£V&tia 2 0 ~ 4 0 °C, L<li3 0~3 7°C 

v*<Dm^, ffi^v^fzmjfvT'v >m*&m^bti&) ^tm^u^^^k^ 

15 & 5 ^ 3 0 itHAT (ttff^i?-^^ T^yyryy, 

1-2 0% &IKttlO~2 0 %<Z^JteJEjfrifc&"£tf'R PM I 16 
4 0mm, 1~1 0%o4^6J£lfr?*£*a&>G I Tifcife (fQ^^XH ) & 

20 5W3W:/y K— ^i#*ffi^Jk?ti§Jtt (SFM-1 0 1, • 0 7kMM (M) ) ft 
ifSrfflV^-5r b&X£Z> 0 mm^^n. If 2 0~4 0°C, $?^L<^3 7°C 

T?fe5 D JtitBtPem^ m% 5 b ~ 3 mm, &&^<feimm~2mmxfoz> a m 
mfe, mn 5 %mm^^Tx^ ?rtm§ 0 ^-r 7* y k— ^aut^f co^t 

25 (b) 

jri/^mw- (m, deae) ^spj^t&u mmfofe, tf^^miz, wzmfe-k 
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15 ^0. 1 — 2 0 V £?l£L< ^l~5(D#J^r'^7 7 e /V$-Ti:^^fe^v>fetb§o 

;i<m$(D£-mmm t mm^m^*?* y ^o^gi*t^^^o xn^ &x 
xm v ^ b ti/S * ^ ^ ^^^^ k & = — K-r § *° y ^ * w^- 
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(M, DNA (J^Tv Tl^-fel^jtf 1/^-^ KtfWJl^v^-Cte:, 

* fc ^fBlilft fti&Sl3?i] ;£ IFP Sr^-f STm^^y^^ 

^BJcDDNA^^®^^@^^SSB^J^«, #3§SI§<£>DNAfc: 

10 If^^IB^iJ t m 7 0 %R_h, ;£ b < f±^J 8 0 %WJL, £ «9 0 * L < fittft 9 
0 %)^_b, b < \5.m 9 5 %^±0+g|lH4Sr^-r S^Ba^J'fc if^^if h 

tlZo *^PJ(ODNA(Dt@M^^^£@BM5 (4) fiiRP!*<£r*g|R] 

15 ii^)70 %g±, L < 8 0 % W_h, J; «9 0^ L < fem 9 0 %£*_L, * 

(n) RN a s e Hi£ J; 5 R N A;&ii?^}f fai" 5 T i^-fe /K ]) J* ? U^rf- K 
<Dm&fe, -f^hn >^Wl§0JcODNAcD^£|B^J^teffilS^^ 7 0 %£A 
_h, 0* b < fem 8 0 %^_b, £ V 0£ b < te&J 9 0 %J^_h, ft^*t< te^J 

20 9 5 %SX±(D^mik^-t^T^^^^^V ^ ? uJr?- K^-^ti^tt^-efe 

•So 

Jlf^cM:, m?m-%: Is SH?lJ#-^: 3, iaM#-§-: 5, IB^IJ#^-: 7, IB 
^IJ#-^ : 9 , @B^IJ#-^ : 11, @BM#-§- : 13, SB?lJ#-*§- : 15, IB^lJ#-^ : 1 
7 , @B^IJ#-^- : 19, @3JIJ#-§- : 2 1 , SB^iJ## : 2 3 , SB^IJ#-^ : 2 5 , SB^J 
25 : 2 7 , m^m-^r : 29, MBM#^- : 31, BB?!!#-§- : 3 3 , BE?!J#-£- : 3 

5 , gB?IJ#-5§- : 3 7 , IB^iJ#^- : 39, IB?!]#-5§- : 4 1 , IB^J#-*§- : 4 3, SB^lJ 
: 4 5 , IB^lJ#-^ : 4 7 , SBM#-§- : 4 9 , |B^J#-^ : 5 1 , SBM#^ : 5 
3 , SB^J#-^- : 5 5 , IB?IJ#-S§- : 5 7 , IB?!l#-S§- : 5 9 , |3^IJ#-^ : 61, IB^IJ 

#-§■ : 6 3&tz.nm?m-%- ■. 6 5-e*$n^^siaM%-a^-r5DNA©^i3 



WO 2005/092383 



PCT/JP2005/006444 



43 

& r ^± >xv$vjz? u^-f- k, m-t. l < teMZ-tz, ia?ij#-s§- : 1 , ga?ij# 

* : 3 , gBM## : 5 , gB3«-^ : 7 , IB?"!#* : 9 , gB?!l#-5§- : 1 1 , BB?0# 

# : 13; BE?!J#* : 15, gB?iJ#-^ : 17, IB?IJ#* : 19, gB»^§- : 21, 
5 @B^J#-^ : 23, @B^iJ#-^ : 2 5 , @B^lJ#-^ : 27, SB2?U## : 2 9 , IB?lJ# 

f : 31, MB^J#^- : 3 3, BE?!!** : 35, BEM#* : 37, IE?U#-5§- : 3 9 , 
BE?ll## : 4 1 , 1E^J## : 4 3 , gB?IJ#* : 4 5 , MBM#* : 4 7 , IB?lJ# 
f : 49, SB?IJ#-^ : 5 1 , SB?lJ#* : 5 3 , @B3«-5§- : 5 5 , : 5 7 , 

gB?lJ#-^ : 59, BB?IJ#* : 6 1 , gB?lJ#* : 6 3 £ ttga^J** : 6 5 

io tu§^ia^j^^ri-5DNAo^s@B?!J^@M^^ia?ij, ^fc«^r<D— 

lr-att5 7yfty^* n !J ^ $ U3r=f- K, iWftt<fi, IB?iJ#* : 1, IB 
?lj#* : 3 , IBM#* : 5 , IB3«-^ : 7 , ia?ij#* : 9 , E?IJ#* : 11, IB 
?U## : 1 3 , SB?U#^- : 1 5 , IB?lJ#* : 1 7 , gB?lJ#* : 1 9 , ia?iJ#* : 

2 1 , @S?IJ#-S§- : 2 3 , IBM#* : 25, BB#I#* : 2 7 , gB?iJ#^- : 2 9, IB 
15 : 3 1 , IB?IJ#* : 3 3 , SB^J## : 35, IB»# : 3 7 , BB^J## : 

3 9 , IB^IJ#* : 4 1 , SE?iJ#* : 4 3 , BE^J## : 4 5 , ga?iJ#^§- : 4 7 , IB 

: 4 9 , SE?IJ#* : 5 1 , IB?lJ#* : 5 3 , gB?lj"#* : 5 5 , IB?iJ#* : 
5 7 , ia?ij#* : 5 9 , BB^J#* : 61, IB3«* : 6 3 i; fc teIBM#-§- : 6 5 
Tf* $ tt 5 S^gBM £n^1~ <5DN A O^IB^iJ K *B*g ftSKBB^ * tt-t CO 

20 -§p^^tf t § 7 y f t y ^ *° ^ vtf \tfti?i>*m°f bfriZo 

T>^-±^^^V uUrf- mSit\ 10~4 0fH@^, ftt<ttl5~ 
#* : 2T^$tL6^KIB?U^i-5DNA^/W^y ^Xf5^©T«f 
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x-r srtm, iRNA it femm % pw-t s^i^i^^ 
§ v ^a*^ <d?i/s*? iisrn a t (om^m ux^mm <d # ^ 

•9, &frmm.te£<Dmmtifrnw>mz.^mx*&z> 0 mm mfo-rzi tit, mm 

ilitJsbTV^o ^^^»5t{5T-0 5'^Tt ,, ^/V— ^\ 5'ffi6— 

20 — o r f am^-it =t k >\ 3 ' sffliii, 3 ' y>Ko — ^tn^ 

*5<f^3'i^Tt°^i--7 0 fW^ bl^&Wt^ bT3iiRb5 * 

Ltt^*°i)^^ w k, ^y >-i£/u£t o y ^ ^^3E©N-^y 
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sMfy-^-) &frteftm£fe&&tt-tz> : t v ^— as.u i£*°y^- 

NA, l*iDNA, 2^ilRNA s l*iRNA, §bCDNA:RNAM 
fetbfc^iiofeS^cD, ^irs'^o#v^i©, ^^/Hb^tifc^o, H@RJb 

tfcfts s^^vw*:^ h\ *°y -L- y vista 2) (Mfctf. 
is r^y-^, y^i^&af) ^ot©, ^ w- M!^#j ^1, 

Mh^ti±yv v*5i^t o y ^ T->/Wk$^^°y v&j^t-y ^ vi/ s 

frltcmm (RNA S DNA) "CfeSo f»£ frLfcMfe© ^#0!! t LTf«l£c» 
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5 fcom-t-So 

£ 5 bT^fP«^^^ifl?^[#<^PbtLT*5«9, ffl%.t£ Pharm Tech Japan, , 
Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; Antisense Research and 
Applications, CRC Press, 1993 tit ¥KM?F&%>Z> 0 

• ^fo-rs ± 5 fc# < # y y £ 5 y # ^^w-, mmmt^Ki^m & 

20 KWM^fofc*^ y^m<Dm^\ i^y^^VT'-"^ R N a s e if©* ^ U' 
T— if^££#^£PJjt1-£fc&co&<^#&f btb^o -5 Lfc^tyT'ffloS 

^Tt-> *3s^<^^>'^^« i bb< mv^^Y^tM^^m. (ut, -fern 
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KSr = — Ki-S^y^^^^-K (M. DNA (£AT\ *3S^ODNAi:l&|Bi- 

l^T, @E^lJ#-^- : 2 , @E^lJ#-§- : 4 , IB^J## : 6 , MB^]^ : 8 , MB^lJ# 
t: 10, : 12, IE?IJ## : 14, Ifi^J#^§- : 16, IE?!j#-*§- : 1 8 , 

EB?IJ#-5§- : 20, Mi^m^r : 22, 8E?!I## : 24, BE?!1## : 26, BE?!]# 
t:28, BE?!J#-i§- : 3 0 , iB^J#^§- : 3 2 , IB?iJ#^- : 3 4 , BE»^- : 36, 
SB?iJ#-5§- : 3 8 , IB JIJ#^- : 4 0 , IB^lJ#-^ : 4 2 , |E?lJ#-§- : 4 4 , IB^lJ# 
t: 46, @B^IJ#-^- : 4 8 , IB^J#-^ : 5 0 , @B^ij#-5§- : 52, SB?lJ## : 5 4 , 
IBM## : 5 6 , I3^lJ#^- : 5 8 , BE?lJ#-)§- : 6 0 *fcf*IBM#-^ : 6 2tt$ 

OT, gE^lI#-5§- : 641 fc J3:gE?!l## : 6 6 T*^ ^§7^7 ©f IBJ(! £ IH— & 
^K^^fi^^^r, ^BJO^^^^B «!Ei-5^£:^fc5 0 

(i) wm\^n-r^mMW^ih^(D^^ v—=^^^f 

tosses c#ii> cistt^w^^, i^ii) , Tf^M&mm 

W3:$:s m^^^s, ttiS'ftnit^, iifjcttifu^, smm&tez) ftz&^m- 
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^ (^fC$Sm#0 ftm^btl&o ^3EiLT(i. m*-t£, COS77ftt, CH 

omm. hek2 9 3mm^^(DWimm^mj^v<m^^n^ 0 m*w—=- 

^Jiil Hir^o^feT^i-sr idiot, *3§k©^w^SCa 
«K 3§@#£M3, «tttm ^t#)tttU«, Kj#mmtttH$u « 

15 ftiftfSfctf b*L5o 

^Jifl -LIB (ii) fc*5tt 5, ^^©^>v^JCA<^'|fe5S_Lie 

(i) cD^^Jt^T, $J 2 0 %^_b, »IKli3 0 %£Ui, £ 9 b < 
m 5 O %^Ji^>$*^R^^^^I§0J©^^^®A(D^t4^Pl*-r5^ 

^*itt, ±ie (ii) <Dm&fctetf&*mw<D?^s*?mA<Dmm$±jm 

20 (i) O^^J;b-<T, m 2 0 %^_L N ^L<ij:3 0 %^_h, £ «9 * L < 

tin— femwm^m— (dt^ ;mnm&^irz>#>'s<?n-ki^< \^<o 

25- 1 KP^v'a l/^n — U 1125- 1 Kd ^riy=i U^T n — ;W3^ ^ 

lEttWh^y ($k CXCL2, IL-lj3^^) ©14^L, rtidiotM 
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Mt^ss, itemtiE, mmmms mmmm^ti ^^(D^m-mmmt 

(ia) T^PJicD^^^ff A 1 0^1-^)1^ Sr^-f 5 mm,) (D=Hs*Tn~ 

a^TD- ^Tk^b^ttf^^ #!jxJ3\ J. Biol. Chem. 273 

34316-34327JI\ 1998^^|E^O^*fc«^r^^C5^i^oT||iJ^ 

15 ^teftj^teu (ib)^mm(D# W^fA 1 *5 imiBl5$tt7t=i 1/^-7" /V£r 

(iib) 1£|I^#)0#&T\ *^©^^7IA 1*3J:U* 

•rnM^u ^mtDfis^fMAKDmvk&mm m^i^<mm) -rz>fc& 

±.m<D^m(D^^^^MA 1 t Ltft, M^f^\ *Hi©^W^RAlSr 

s mt> sr^rr s mug a r t ^ ± o -cSBt £ ^ n a i , 

«]^« C0S») t«AU M^fc^WfAl, MB^lJ#^-: 1 
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c i4 c] % c 32 p] , m x c 35 s] , ik%m% im. isT^&tfc&m 

(W. Cy2, Cy3, Cy5, Cy5. 5, Cy7 (7vi/^r A/W Wxy^lil) ft if ) % 
7/^^*5^ 7^W;tW)/ftV7^-h, NBD (7-nitrobenz-2- 
5 oxa-1, 3-diazol) „ BODIPY (boron-dipyrromethene) ft if] , S#Ht j3 — # 

fe\ y :^lfcffi*3!s#3lftif) , (0!U a-^/—/K 

Sgflc, ;PV7x!Jy % /Vf^Vftif) , t^^V, K5tf!iftif#U^ 

yiiiifli— tenser m— ©7^; ytE?ij^ttt§^^^f , bt< te^e 

^WKH:, (ic) *mm<D?^s<?nA2<D*>'s-S?mftMffi&k, 
15 (iic) &mk&V0 : &&T<D, *mm<D*>'s<?9lA2<D#>'s*?1B:frffl5&& 

^^^St4MPP**fiH4W:, g^^PO^fe, M*L&\ J. Biol. Chem. 272^ 
4281-4286M, 1997lC|Ett©^*fett*tbt-^C5^fe^oTtBI^-r^«IJ: 
20 V\ 

J&£^;fc#£^ (iid) ttifefc-&4fc©#3=T\ ^PJ^^^^«A2*5J:t>^ 

-CWtti^^afelf^^K (M. Nma-Pro-Lys- 
Pro-Leu-Ala-Nva-Trp-Lys(Dnp)-NH 2 , Nma:N-methyl anthranilic acidft if) ft 
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jk^m m, *mm) f-*A, yy^rwm^ia^. 

<dx\ *mm<D?^;*?nB(Dffife%4&m^%fc&mtitatt(Dm^ m*-t£. 

mfa&mmm. mrnmm. mmmmftti k^cd^w- 

15 it) i-s-fb-^ifcTSfett-t©^©^^ y — =-i/?<Dtnsb<Dnmb b-c^T?*>So 

20 ^^y— — y^ts. 

^mw<D?>'s*?WB%m&-$-%ifeti&^-tz>ifflf&t b-ctt % sftifib 

^3E OtSJHBifetiO tf3JBv^*l5„ tittt^ COS7IIR CH 

Offifa, HEK2 9 3mfc%:k*<DW)WfflfamjtiV<m\<^btlZ>o &*9v—~ 

mmfetmmxhZo 
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&m\&®>, 3m%mm, m^^M. mm^mm, m<fomm&mm, « 

mz-l-t, -LIB (ii') 0^fcd3»t5*:5IKO^^^JfB©fiH4^±«B 
(i' ) ©S^KUfc^T, ^20 %£LL, ^L<fi3 0 %J^±, it)»*L<tt 

^ttt, ±15 (ii') ^-8-^*5^ ^PJCO^^^KBCO^tt^Jh, 
IB (i') (D^^Jt^T, 1^2 0%^ 0*L<«3O%^Jh, i9»*L< 

fii5 (#*L <«:!£#) -t-S^^^fett^Oitt^ Mx.fi£\ IW^B CM, 'IS 

mmvmmm, mwtmm, mmmmttw t^^^vs •mmmt^xm.m-r^ 

25-t KP^i/^^fn-z^liU $E25-fc KD^3^TD-;Hj:, ^ 
S'lW-f h#-f :/ (i, CXCL2, IL-ljSfti?) <Djg&£teU itLi^to-CMM 

Mid cm. m^mmmmm m\^.m,m%^ mmm , i*§^ 

ttWMf^^, ifiBcffittlfc, flfr»£!mftif] 

ti5 (#4 L< tttiKt) M^f*\ RMfl^/S. CM, 'I* 

iittit^, iiffc<l»^ ft^o^Bfr bT^ffii-§ 
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IfciJot, 3f-$£VM<D7$V ^ 9 is^rf - K (M, DNA) te, 

(iii) «ej!c7^>v^ff£0£i-3f^£: 

ttsM^Lfct^-t, (iv) i»^#3©#?£t, *mmx~m^btiz> 
15 eli s ^(D^m^ta^H^m^^m-^m^^ ^ t^-v^ ^> 0 

mRNA*(Dii|iJ^»^ ^ftl^&U «iH LTIB^J#-^- : 1, MB 

?IJ#-5§- : 3 , : 5 , g3?iJ#-5§- : 7 , BE#I## : 9 , IB»-^ : 11, SB 

: 13, @B?lJ#-§- : 15, @B?iJ#-5§- : 17, BB?U## : 19, SS^J## : 

2 1,' BB#I## : 23, @B^iJ#-^- : 2 5 , SB?U#^§- : 2 7 , IB»-*§- : 29, IB 
20 : 3 1 , SB^lJft-^- : 3 3 , @E?!l## : 35, BB?lJ#-^ : 3 7 , BB^lJ## : 

3 9 , @B?lJ#^§- : 4 1 , IBM## : 4 3 , gB^J#-S§- : 4 5 , SB^IJ## : 4 7 , SB 
#J## : 4 9 , @B^IJ#^- : 5 1 , Ifi»-5§- : 5 3 , gE?!l#-§" : 5 5 , BE?!I## : 
5 7 , BB^!l#^- : 5 9 , : 6 1 , IB^J#^ : 63|)L< te@B?U## : 6 

25 fc5Wi:7 0 ^^-<>; L-rgB3W§- : 1, IB^iJ#^- : 3, gB^Wr : 5, gB3« 
■5- : 7 , IB^IJ#^§- : 9 , IB3?iJ#^§- : 1 1 , @B^J#^- : 1 3 , g3?iJ#-^ : 15, S3 
?IJ#^§- : 1 7 , m&m-W : 1 9 , IB?lJ#^ : 2 1 , IB^lJ#-^ : 2 3 , SBJIJ#-§- : 
2 5 , SB?lJ#^§- : 2 7 , @B^lJ#^- : 2 9 , g3?lj#^ : 3 1 , BB^J## : 3 3, SB 
^IJ#^- : 3 5 , IB^lJ#^- : 3 7 , @B?lJ#-5§- : 3 9 , ffi^J## : 4 1 , gBM#-*§- : 
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4 3 , m^m-^r : 45, IB?iJ#-§- : 47, 6E#I#* : 49, SB?lJ#-5§- : 51, BB 
?IJ## : 53, SB?lJ#-^ : 55, BE?U## : 57, BE?IJ#-§- : 59, BE?!l#-§- : 
6 1 , IB?!j#-3§- : 6 3 b< ■: 6 5 $P#&"£^5Wfe 

5 -*§- : 1 , IB^IJ#^- : 3 , @B?iJ#-§- : 5 , BB3«^- : 7 , BB?ll## : 9 , BB?0# 
# : 1 1 , MB^lJ#-^ : 1 3 , @B?lJ#-§- : 1 5 , IBM#^ : 17, IB?0#-S§- : 19, 
m$m-%- : 2 1 , IB^lJ#^- : 2 3 , @E?iJ#-5§- : 2 5 , IB?U#-5§- : 27, BBM# 
f : 29, gE?!l#-J§- : 3 1 , @B^J#^§- : 3 3 , IBM#^ : 35, BB?!l#-§- : 3 7 , 
@E?lJ#-5§- : 3 9 , IB?!J## : 4 1 , @B^J## : 43, IE?U#^- : 4 5 , IE^lJ# 
10 f: 47, SB^J#-§- : 4 9 , IB^J#-S§- : 51, BBM## : 53, BB^J## : 55, 
@B^iJ#-§- : 5 7 , B3?IJ## : 5 9 , BE?iJ#-i§- : 6 1 , BB?0#-S§- : 63feL< fiilE 

±13 (iv) (D^K^n^m^^MA^, _b|B (iii) fcjfc 
15 -<T, »20 %i^_h, 03= L < 3 0 %^_h, «t *) 03: L < fcfcfcj 5 0 %^_L_h# 

tit, »20 %£JL_b; &IKS3 0 =fc 9 tft~M L- < tt#*J 5 0 % 

25 #^-7°^ Kttik^, i^m-a^, sm&mm, mm.^mm, mmfotim. 
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att^, Mti»ii, mm^mmm, mmmm, mmmm^ti Kt*^ 
vs - mm&) t Lttffltsr t &x% 5 0 u < isttr^stw^m^ 

io ^-f&^j-efcSo 

20 tfSJU^frSo 

#^nfe^fcfe<Dffij&%£: LTIi, &tt£ij, ^Jfc^tfSJSl^J'K 

ait^j^f^a^j, ^rait^j, ^I^MiJ, g^atm ,&«t*£ij, MSP 

m X. «\ dfeas^Tk N :/ k # ^ (DftiKDit^ &^-&mmm ftz&m^bti, 

IM, V/W<— h 8 0 N HCO-50 (polyoxyethylene(50mol)adduct of 
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hydrogenated castor oil) ] if £ # U T <fc V \, LTtt, 

-era, nzf-t^m. (r^y/v) , ^ijjfeif^M^^^ ^ 

10 tecO^lJ^"t?«10~250mgC^_h|B>ft:^^^^$tbTV^S r ir UV\ 

i&jfiLSb^ (F0x.«\ t^v^ «^ by N 

jiia^^^fc^-^tD^cD^*^, %:<D<fem, ttmmm, 

20 (#:Ji60kgi LT) ICI^T, — B ^o^I^b^ife)^ ^^^(Dig^^O. l~100mg s 

0^ L < rafl&i. o~50m g , J: f9 b < nm. o~20mgg:-^i-5o ^SnW(^4 

PJ.#1-5^#I*^«^(D^^aM^J^^-t?ii^A (#:fi60kg^bT) 
25 — P^ot^b^^fd^^T^^^O. 01~30m g> £?^L<te^0.1 

~20mg, ct X) Mt. U < ttjftO. l~10mg£f»&JHl- «fc <9 g^-tS ©aWf&^fc 

(2) ^K^^^ff, ^OfP^T 0 ^ K^fc^O^O^* 

^pjo^v^^W^-TSfeif*: (SATs ^P^W^iB^fBi-^^^fc 
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(ii) witkWi t tm±.\^mt vttmw<ofofc& x xmmt £ tit^mm 

tilt. &2&W<D*i>"<?'S£\ztt-$-Z> s erS ?xi—~ rAttfo (SXTs ifmM(D^j 

fr^HP-fc^fcOSrJBVvrfc £< % Sfc, ^C#:^-?-(Z5F(ab') 2 N Fab\ ^fcteFab 

25 #an-fl§v^;h,5as % 4#M£<£>,&-c\ m^-r^^v^ 

C 125 I] % C 131 I3 s C 3 H] s TO ttZitm^binZ* -fclBS£fc£ LTte % 
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20 K:fflv^jh,5&fttfijftTLfc iiit'fc5M«^<, mi7£mm%fa±£itz>^ 
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(Dhs &Rj£<Dmm$cm(F) &fctt&&vitmm&Lm (b) t&&mv (b 

/F^Kflt) , B, FV^tb^©««*S:afl3feU, fttt^©S:lt^Mt5o 

00 x. a?t is a y r y j mm±, m n 4 9 ^str) > 

25 ^SUJtifej (|M^*^ BgfP 5 7 , ^JH^f&fclH 

SOSiSfcj (^3jfc) (ES9*»^ H£fP6 2*$mr) , rMethods in 
ENZYM0L0GYJ Vol. 70 (Immunochemical Techniques (Part A)) s Wtt Vol. 
73 (Immunochemical Techniques (Part B)K [H# Vol. 74 (Immunochemical 
Techniques (Part C)K Vol. 84 (Immunochemical Techniques (Part 
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Deselected Immunoassays) ) N IrHF Vol. 92 (Immunochemical Techniques (Part 
E:Monoclonal Antibodies and General Immunoassay Methods) ) N IrUt Vol. 
121 (Immunochemical Techniques (Part I:Hybridoma Technology and Monoclonal 
Antibodies)) (£Jt_h % % y * ?V;**fc35fT) ft if 5r#H&-f-3 £ £ So 

10 fttjiii, ii@ct«^, 5&if^*>s, 

■f s fc «> ^^ffi -r s 7^©m B#<a##m * w © * w * k 

(3) agMs^sfig 

m*.\&* 7j/K -^!>^> wyh, by, fc^S^ 

20 ?K IJvK ^i"*!^— ftiT) \ZL$Sl?Z>&2&&<D?>'s<* 

%%t^\X^:(DW^^^- K«T = — KtSDNAlfcftmRNAOit (stfH^^ 
SO Srtftttli-5r. ^*S-e^S©^ Mill iDNAffcttmRNACtll, ^ 
B^mh & ^^femm&T^, flDNAtfclimRNA Oii^O fc 5 V > iZ&mM&ft 

-Y^!J if — */ a ^^PCR-SSCPfe (Genomics, H5#, 874~879M (1989^) , 
Proceedings of the National Academy of Sciences of the United States of 
America, H86#, 2766—2770K (198930 ) ft ¥\Z £ 5 HJfe1~"<5 - t £ c 

Will / -ifv^N-r ^ y if- 3 i^fc i t> 3§5Si!i!#i£ fc^M^^^m § 
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tltt^PCR-S S CP J; yDNA<D&j&&m i &tii£tlftW,&n > M 

?Ltmmmmm m. mmmmmm mm^mk, mum) , xr&Ajim 
mfs.m^. *&%m&. mmmmm, mwcmm, mmmmftw fc^-c*> 

5 (4) r^my^v F&^-r&mm 

*^©^y/^f A?rn^ Kt5*°y vtf K (M> DNA) ^g*if#j 

^w^s. mmmmm,. mmm?&, mmm^tn ^^^m -mmrnt 

fc«nt?Lft#3 7S>K >>^^\ ^=< N ijvVft 

20 if) td*f bT^p^^fc«#SP^^S-^1-sr £j&s-e#5 0 mT^?"tel/*7t° 

t^imM (mtm 4tu am, mmmnmKn-¥L-xh^\ 

^ryf ty^!j?y w^-f - K©g#i^ Mi^^ 
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xtfV K^MtSI-^, —m^&A (ftteokg) te*5V^T«:> — 

_hfBT^i?^*°y Kirl^H^ ^m<D? w^fA&n- K 

t5RNAO-§P^lrt5-liRNA (M> y/^fA^3- K 

5 i-S^y Kfc*fri~5 s i RNA (small (short) interfering RNA) „ 

shRNA (small (short) hairpin RNA) i£ if ) N ^$£VR(D# l/s<->7 fAS: =«. 

- Kt§RNA©-^^ft5 y ^ifv ±m?>-s<? ) M&=i— K1" 

&s mmmmm, mmmm, mmm&tew tzzo^® - mm 

ZliRNAIi, <k£n<D^}fe (#!k Nature, 411^, 494H, 2001^) ^2pCT, 
y^ifVA^, ^SlC^fe (M> TRENDS, in Molecular Medicine, 7^, 221H, 

2001^) ^spc-c, *^0j(D^y^^ u^K^sa^j^rS^if ur^ati-sr 

y /KifW A ^ig|^-r § £ i: J: o TM5t-r 5 £ i: # 5 0 *mW<D# i/s* ? SC 
20 A£r=i— Kt5RNAO- £15 i: Lttt, <&£n<^ V Afc: J; oTSOBr £tt#3 

^PJ(DRNA_t^|lf^4fcafi^bfc^ (RNAiit) ^tfbtb^o 

_hfB(D-fi^RNA^fcfiy tf*F4 ASr_b|B^B& • f&^Jt LTftltSi^, 

(5) *&m<D$ift&tt-rz>mm 

B%M) s xf^Mkmmm^, aiStmiilE, iiS:ttW^> It 

,«£3Eft if] ft if <^B5 • f&SK^rU t LTtffitS £ t So 0£ L < (4, 11 
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10 jfcif^sffiv>bn5o 

^Sn^©feJe)©jjsafife46jfc b"Ctt % MxJ^ &t^ik ^J^if^ffiv^tK 

mmm^m^MMs fe-rmtm, Btft&a&#k ffi&&M%L j&m&dtntezn 

20 /V) % ^-r^-^#ffiStt^f!l Cf^J. tfV y/W<— b 8 0, HCO-50 

(polyoxyethylene(50mol)adduct of hydrogenated castor oil) ] &<?f<b#Kffi 

Ltt>J:v\ ittti UTtt, $];U3\ =*Viiiu ^SJftftifflMlv^jh/, 
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10 f&Sf • ^B&o^i&^ffiffl-^si&^^ri, *$&m<Dm*&imAb u, 31*0.01 

~20mg/kg#:fiSS. b < W:0. l~10mg/kg#:MJ5 N $ b b < ttO. 1~ 

5mg/k g f^itms^> 1 0 i~5m« N & £ b < tti 0 i~3m^ N att^o b"CS 

MS4t§ii^#5 0 ^^^^V^^Jd^, *r<Z*l**afcCT*f*b 
15 xh^\ 

tut, *mm<Dttm^ mz-tt, ww.%mm im. mmmmmm 

ffii%, mmmmzn ^t^mmmt \^xh^mxfoz> 0 
(e) &&m<Dfiis'<*w&Mttzmm<D : f'&5 • mmw 

25 * K B £ ItttiZ: a-Kt5^^^ Kf±, X- fc£ N P^P^ts^S CMs 

a n ifittisi, mmmm, mmm^ti ^w^'Miitttffl 
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±m^V K (0!U DNA) &r_hf5c£>« • bTMi~5# 

!)9 0% 0* L<ii9 5 %£t._k, «£ t> ;£ b < ft 9 8 %£JLh N $ b t&t L < 

_his*° y -^-7°^ K (01k DNA) ^A^n^^^-^JtiB^iii^^^Kb 

^jkttt) 7^, ^f-^ m>> ^ 
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-f^, fvK fri?) (^Ltt4t5rt^5„ 

— #WK:j£A (f«60kgi:UT) M&v^Tte, — Bteottf*!" 
5 >"^SCB l~100mg % b< tt#*Jl. 0~50mg N £ «9 U < fiiftjl. 0~20mg 

fe^-i-^o {^(Dm^m^h. frt60kgafc<9(-m#b^*^^-r^r 

(7) ra^^n— ^Blft^^iiai-S^Sr^Sfl:'^** 

5^:7°^ ^jfrfb-S*^ BSi^feMk IffllSttffi?^, *«&Hj$u 

15 ^W3*&> mmm%m0., mmmm, mmmm^ti ^^<D^m ■ mmmt 

(8) DNAWI 

20 *^Pjfte, ^3^<0#«W =« — KtSDNA (^T> #3&W<£> 

^5fettDNA^B§fEi-§) tfd^OtlDNA (^^©^MlDNAi: 

25 2) h^»^^y*lb*l'C*)5jei)ia*Oill^ 
gib? 5llM^^-»t5%OT^5 = 
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5 ^^fe, W ^ n-f ^v^^a yN— 7^ ^/Wtf^fe, DEAE-7^ 

fc, S»6S^ft^V#ftj^ irf9^^^">^ (^Jx^\ i^iLT, C5 7B 
15 -L/6%m, DBA2«i\ ^i^iLT, B 6 C 3 F^iS, BDF^, 
B6D2F!!!, BALB/ c ^Ife, ICR«a ^fcte^jyh (^J^L«\ 
Wi s t a r, SDftW & bV\ 

20 «B^©MDNAtli #t bni?Lift^^5|5^rb-CV>52|s:^K<^DNA 
Tii^< s V>ofdA/Ri?L»ltJ^fe^t • ttttl$^fc^W<DDNASrV^5o 
^BJO^DNA^ 7C(^^PJODNAcO±^SiaM(-^ (#I*L^ 

^3EH3&if) ^£Cfc^o, JM^ift^te, itSoft-An, xm, ifo<DM&~-(DW 

25 ilfDNAiLTfl I^^SO^ y/^Iffl^t5DNA%t* 
5DNA^MV^&^5 0 
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5 £*) ^GODNA^f^^? SWn^^^-^TSl^ ^fPJcDt hDN 
10 W&$i^9* $ b\ it^*©7 7^^ b\ H<D'*?T V t77 

15 ±SB<DDNA3S3IJ1®53:?T& 5 7°n^E— ^— £: Uttt, i) ^/V* 

— *-\ i i) ^?M?L»]#3 (t !7i?-=¥> -f^s Wyb> '^A* 

20 y >" I I N !>n7 , 7^/I I> ^7**— J £\ rcy^n^o^^^, ^VKiry^, 

7^>II^itFl II, y 7 7 AMPM^^^I^' # j8 It 

/^yb, ^bo7> ^ M^SiruttT^ U7t^77^ -if > 'L^t 
25 by ^AflMttH-iK rt^V-&7°^— fn^^t- if (— i e 2 £IH&£ 
;ft,5) > t b y !7^# y 7^7f; ^3 y ^teSNf (N a , K-ATP a s 
e) , = a -n7^7^bii, ^^n^^W>-I*5<tt^I I A, ^n7 
n^^t— if 1» tT^— % MHC^77 l^nM (H-2L) , H- r a 

s> u=.^ ^$-im.\mms fti^t^r^^^' (tpo n 
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^fKii^la (E F — 1 a) , j3T^>\ a&&&0 
^^TZy>mMl^^Xf2, ^^yyW&9'y*9'R^ ^n^n:/y>\ Thy- 
ls M^p^!)^, HIrIS (vnp) n if7^n^KP=>y^yb> 

a (EF-la) ©7°n^^^ t J> $5 XX^=- V hV j3 T ^ f-^X=t ^e— ^ — 

20 i$, w»s toum, mmmm&&&DNAte£x$-fcm<£>&nsfy adna7 

iillfllltei*RNAj;!3^©^j;t)ili§^iDNA?r 
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ftifi-t^x, ^m£^m&te£x$mm&(Dir^x^mm(D^mkDNA&i&w 
-t&^ k&myk-rz* ^m^m^-DNA^m^^^^m^mm^m-t 

ae-ejun^w-f-* r £ asm**,, 

^m^com^mm^^^x^mmcD^'ikuNA^mmn^^ir^ ^ t f^ttj 
Wito<o4-&i>*&x : t<DB^fflB&& x xfifcffli&<Di£x i^mw (D^mm n a 
pjm^r-rsr ^£tcg£i-§ 0 ^mm^m^DN A%^m^^^<DM<Dm<>fo<D 

*^PJ<D^ttiESDNA^^$^fcPifL«I#3f^ amtb^^Ko 
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10 ^TW|gP|©lfDNAl:ft5„ iADNA^S^M#:©^(^o* 

20 © * ^ * ft O^^ttM^^^ <Z)^3t ^ ^ ^ Si- «t 5 IE 

^^v^SC^tt&tlPM (dominant negative^) Sr#W"t" S^-TVl^ fc5 0 , 

r**i»^;§. (m^m^s mum) , xi^Mmmww^. 

1) lltf t^fc&^IIMi: Lt©«i N 



WO 2005/092383 



PCT/JP2005/006444 



72 

2) *^P|WDNA^fi§©|II^ODNA^) b< &RN A%M&ft%f~tZ>fi\ 

*fc^DNAfc«t ^^m^tifc^^ m^£##fi"5- £^£5, *mm<o# 
4) _htB3) m^(Dm^^^^ti^x^mm<Dm^n^^^ot^mM(D^ 

^©DNAM^t h^fLgj^ 5 «, 
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5 3) ^/f^yftt^fcsii) ilfflft^Kl^ffllS, 

4 ) #U pff LSMfc#y y #tt4fc*e*> S fg 1 ) iIfB*6<DHiij^pgj3^ 

5) ^^tft«^^til)5i4) TOft^E^fflBS, 

10) fj|7) TO«c<^«J^^, f£ll^1^£rJ£^-U I'Ttf— atte^^Sr 
S)tl^tt5*^ODNAtA^E^^Di5r ticX Y), DNA©^ 

25 ^ifeHlJ; <9s£DNAlE?ijO— §|5Xf^f^^J^ ftfcDNA&3f A^fcteg&i*^ 
SiiicioTtT^^i^ttSo ^ti^om-J;^ Will ^ Ky©lt 
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NA^FiSttfhE SM&^tcfe^mmcDy y?TV Y E S ftBl& t B&f&f Z> ) ^Jif* 

U Jtoaidr V ^t^^-^^-f ^yilffit^, ^-f ^ ^flfrtS-jfc^f- 
£r ft* £ "f a ^M'l&itfc^ fcWilacZ (B - # 7 * h v/^-fSe 
5 , c a t (^B7A7s = a-^7tf^h9^7s7 , -fl^) Srft 

10 D N A lE^O §r ^"t" 5DNA§ OUT, ^ — is?***? * — £ HfclS"^) £\ 

(75 d N A_bfc 3 V <Dt&&<D D N AIBM £ 7° n — zf t LfciMF >-/^-f :/ 

fv'TA^ * 9 —fcm^mm L-tc^m m<DjD NA^tDaw© d n aie 

Evans iKauf man (^fe^CTfT U<&&L>cfc £i> 0 09*-^ -^<7^cD 

20 ES»©i^ -l^f-ttl 2 9l^ESM^fffi$^TV^^ s % 

f i55P^ y^/i E S»^S#t 5 * I tetf C5 7BL/6^7^^ 
C 5 7BL/6©I»«^DBA/2 t (D&mfc <£ X) Lfc B D F , 
-V7^ (C57BL/6iDBA/2i©F 1 ) V^T^te bfc % <D?£ ¥ & & 
25 m^FB^^&o BDF^^^^s W^^<, /&>O n P^^^-efe^ £^5 

e smm^mm^ : Ts^v*&{¥iti^fck^, cs7bl/6y^^^^^^ 
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n = 4 0 ^S^n— n^^-fsr 

«\ s t ommmm&(D x 5 &3i^ ft? -r — #sfls_L-c lif a~ 

10000U/ral) #£T^lfc#**&#8&*l (£?l£b<te, 5%^Sfe^ N 9 5%^ 
^ l£ tz. 5 5 %$mtf* s 9 0 %£*0 3 7 °C^*-r 5^^* 

jfe-ei^U «B#^«, 0!l;tfif. M)^y/EDTAiI (ii^0.001~ 
25 0. 5% h V T'^WO. l~5mM EDTA, L < feffiO. 1% VV -f^l^/lm 

m edta) Miat)ii«i, ff7t^ffl#bfd^^-^-«±{-»a-r§*- 
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m*(D?-(?°<DBmzMk& J &Z)^ b&vSm-e&V CM. J. EvansRXM. H. 
Kaufman, Nature ^292#, 154Ks 1981^ ; G. R. Martin Proc. Natl. Acad. 
5 Sci. U. S. A. H78#, 7634^ 1981^ ; T. C. Doetschraan • 3r 

"7 • V ^-n v?— • T^Y • cc^^^y ^ /V • ^7tn^, |£87# 

27M, 1985^] N ^mwcDEsmm&Mkz&x^bti&^mmcDDN&mwPF 

*^M©DNAM^t bBi?Lib#)«, 011*. fr£, ttr3z£(£>«k 5i-UT{«b 

20 *|§i(DDNA^V y#TV b SftfcjffflJSW:, ^^BJ(DDNA_b^fc«^rcDifi 
^ODNABB^ISr^n— :/£ Lfctf i/W/D ^^->3 ^tfctt^- 

7 **©**SOD N A^©j£fiHR|{0 D N Ai^J i ^794 ^— 4: Lfc 

fcj^Ki-^o ^Ui$n»«m^P^©DNAl^'bo»U^^t^ 
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J; 5 fr^r ^ ^M* £ 3E«ffl#:Sr^iBi- § r £ m J: t> # £> frfc^ticp J; 5 , © 
,ffi£g^ ft «^ Sr^P £ m <D D N AJ^£t o» "Ctfj^ $ friumft % s 

^^bDNAO^i-^iftltl^tt^^^ia-r^i^^J; 9, iJR^-fbDNA^r 
(9 a) ^BBJ^DNA^iR^tRte^^Hi-^^^b-C^ ■ ^Efr 
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t»^«^^(-^H-f-5^, m^mM^mm m, m^mmmmm est* 
io m.<Dx? v—~i<'j?j7®z&mm-i-z> a 

-km, ^kmt^m, mm±mm, mmtmm, m&t&mm, mmm^mm, sk 

ft^tf*Jlv^;ft, % Ki£S]^<D2m^ mm4k&m<Di!kWt£ ¥lzht>^xm&m$R1r 

25 m\M%m%^ ^f^«s^ «M&tt*t^ i^mtw^, »iit^^i^c:^b 
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m.W}^}^±m^mmmm 1 o %^_t, b < ^ 3 0 <t 5 0* b < 

^ • i£iB8rd& ^OEIi LTtffitS - £ * S "C# 3 Q £ b in, -LIE;* * y — ~ 

10 <D*^b-c«, ^a^WKifF^^nstt (Mx M» (Ms 

•So 

y — ^^^mx^htit^^t.tc.n : t<D^^-r^mmi-i, tuts 

20 ttPft&lb4b (0!lxJ3\ 7yK W*;K ^i^= 3 f\ * 

^b^^fcte^&^ifc-S-*^ *ttfe£A, &«^> hft^-J; 

60kg£bT) <Z)0^Ii^^*5V>T«, — Hmofr^k^SrjKJO. l~100mg N 0 
25 * b< tXm. 0~50mg, £ Vtfrt. b< tijfal. 0~20mgi£#1-3 o #gP^)^t 

5-iTZ>m&, — B^o#||tfb^#l£»01~30mg > j&£b<«lfrO. l~20mg, «t 
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n - * — (75?gt4 £ It fiPl^i- § £ ft. « coifed ^ y — ~ v ^ 

15 — ifat^T- (la. cZ) % pjmkTslsjJ U7t777^ — if itfc-T-J; fcfiA-V^ 
^ ^ -if iHS^f- ft if Wil -efcSo 

^ © D N A £r U # — at^?T?*ift $ tt^t^lS PDN A$5^v£# fc 

IHTt-^i-SO-C, K*t"5*|fcJf<0|SaSr h w^t5 

h^-^I^ (1 a c Z) tfitTV^^ 

if^^-T5 0 t£oT, #ij;ite\ 5 n p- 3 — T >- KUA—B 

25 -13*7 t ht°7y^K (X-ga 1) 5ftB-#7^ h^^OSKt* 

(PBS) T*gfc*§H£, X-g a 1 ^r^tP^#,^-e> fete 3 7t#3ft-C, 
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m 3 o #&v> lih#mkj& s^fcgK mffim*& i mM edt a/ pbs mmx* 

fc££V\, £fc, it?$k^V\ 1 a c Z*3-Kt5mRNA*ftaUtt iV\ 

io gf*Li\, ^©tftjfifcLtll, (011*. tf, tt, y ^gts Jilt; 

15 -tots, *mw<D?^s*?w<D^vmw, w&mfe&tMW-t&z- 

*U» , t*£A^^#iactf3:^ fl« 
«ni?Lft#) (MxJ^ 7yK WyF, ? 

^ fvi'fcif) ^btgwrt^-et^ 
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tit) <DffitSMJ&£te.*3^XI^ — P foog&fc&to&ffoO. l~100mg, ^tf^b 
< fem. 0~50mg, iD^U< M:#*J1. 0~20mg^i-5 o ^fePWtft-¥t5# 

3?J5fcA (i«60kg^bT) cDMM«S#^-^-i-^m^s — S^o^^b^Sr 
JUtO. 01~30mg, 0* L < ttJl&O. l~20mg N «fc D 0* L < fi^JO. l~10mg^f»^W 

#K*ffl*fc*3i^-c, ^S^t? y^^^iJ§^-e*^-r§^s IUPAC-IUB 

Commission on Biochemical Nomenclature J; <5$H§-fo<5 W3:=^S£:^"if Jcl^o^ 

25 t^(t^«L^^^ft © i: t 3 0 

DNA : 7=^^ ^ y *WSfc 

c d n a : mm^^- * y 

A : T^~>- 

T : ^5 > 
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10 



15 



20 



25 



G 


: y / * — s 


C 


: y hy^ 


R N A 


: y tf^SS 


mRN A 


: y yy-t — y 


d AT P 




d T T P 




d G T P 


: TJ^ Vy /y v^^jt. y y 


d C T P 


: yyx yyr. y y 


ATP 


: 7t y >y — y y @s 


E D T A 


: yyyj ^ y izy 


S D S 


: r y/l/ffiKT h!J 7^ 


G 1 y : 


y y yy 


Ala 




V a 1 


: y ^ 


Leu 




lie : 


y/ 


S e r : 


y y 


T h r 


~7 "I ^ w-J > s 


C y s : 




Met : 


y T^^Tv — / 


G 1 u : 


y y ^ y@j? 


Asp : 




L y s : 


11 


A r g : 




His : 




Phe : 




T y r : 




T r p : 


M) 7° b 7 7 y 


Pro : 


7°n y y 
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A s n : T^^^l^ 

Gin : ?As9 ^ 1/ 

pGlu : bf n Jf;V# 5 >Wi 

Sec : tl^y v/^f-Y^ (selenocysteine) 



Me 
E t 

10 B u 

P h 

TC 

T o s 

CHO 
15 B z 1 

Cl 2 -Bzl 

Bom 

Z 

C 1 -Z 
20 B r — Z 
B o c 
DNP 
T r t 
Bum 
25 Fmo c 
HOB t 
HOOB t 

HO N B 



: ^ -c*jb its, mu^& £ £ TIE ©IB-§-T?*ia 



^7Vl^y-4 (R) -tf/VstfdM?-^ K£ 

2, 6 — v 5 ^ n P-^y^ 

^ y *?jVjr dr ->^7 /Watf 

2 — ^ p n^ys/;^^^;^^ 

2 -yo^y^t^^y^'^ 

t — :/ h^i/^/WwV 

h y ^ 

t -:/ b^v-^^/v 

i — t Kn^y<yx mj 7 ^ 

1,2, 3— h y Tv^ 

l-t Ko^y-5-;;^>^y-2,3-^M>w^ K 
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DCC : N, N' — n^^i/;^;^^ ^ K 

&m m m m <d m?m e>m?m-&n. wt© mm % ^i- 0 

CIB^iJ#-^- : 1 ] 
CH 2 5 H^±^^Sa?lJ^^-f- 0 
5 CIB^fJ*^- : 2 ] 

CBE?!l#-£- : 3] 
PLAB <D&m&&}&7Fir 0 
10 ffi&m*$r : 4 ] 

se?ij#-§- : 3 x*m & ti % i&mm^ b mm £ ax z> * ^< * %<o r % j mmn & 

CSB^J#-^- : 5] 

c s f 3 (Dm&mm&Tfrto 

15 SE^J## : 6 ] ■ 

CSB^lJ#-^ : 7] 
RHO 6 C0±^SlB?lJ^^i- o 
20 CIB^J#-^- : 8 3 

[@B^IJ#^ : 9 ] 
S FNOifeSia?iJ«r/Tt. 
25 CiB^J## : 10] 

CIB^iJ#^- ill] 
S S B l ©4ft3£BB^JS:^-t"o 
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m?m*k : i 2 3 
m&m-& : i 3] 

5 T N F A I P 3 (Di&mmn ^"To 
CIB?l!#^- : 1 4 ] 

IE?IJ## : 1 3 £ H 5 ±kSga?iJ^ fllR ^5^^fOT$y SfeBE^J 

CIB^iJ*-^- : 1 5] 
10 T N F A I P 6 <D±&SIB^J ^^i- 0 
CBE?!l#-§- : 16] 

ib^ij#^- : i 5 xm £tiz> Mggfflfr h mm &ti%? i//* ? i©T 5: j 

CIB^J#-^ : 1 7] 
15 I E R 3 (D±^KIB?lJ^^i-o 
CSB^IJ#^- : 18] 

IB?iJ#-5§- : 1 7 -C* $ tb« ittlE^ « $ *b S * ^ ^ JC<£>T 5 / MSB^IJ 

[IB?lJ## : 1 9] 
20 G AD D 4 5 A <D±^SIB^J tr^i~ 0 
CBB^lJ#-§- : 2 0] 

IB?IJ## : 2 1 -^*$fL^^Sl3^IJ^fc»«$^§^^^®<DT5; y^IB^lJ 

C@fi^iJ#^- : 21] 
25 G ADD 4 5 B <Di&X@B^lJ£r^1- 0 
CIB^lJ#^- : 2 2 ] 

CIE?!!## : 23] 



WO 2005/092383 



PCT/JP2005/006444 



87 

I L 1 RN<Z?^SlB^J^^-r o 
Cia^lJ*^- : 24) 

5 m^m-^r : 25) 

s o c s 2 ^±^sia^J^^i-a 
mmm^ : 26) 

iaM## : 2 5 x*m $tiz> iM.mwm^ h mm ^w^^^ict^ mm 

10 [gB?IJ#-§- : 27) 

s o c s 3 <^^Sia?ij^r^i- 0 

Cia^iJ#-^ : 2 8 ) 

15 Cia^iJS-^- : 2 9 ) 

MMP 1 9 <DifeXSa^J£^i- 0 
C@ajiJ#-^- : 3 0 ) 

@a^j#-^-: 2 9-e*$^^^«^J^^Sfx$tL§^v^°^®^T^ /gtia^ij 

20 m^m^r : 31) 

du s p 2 <D±^ia^ij^^i- 0 

[ga^iJ#-§- : 3 2) 
25 Cia^iJ#^- : 33) 

du s p 5 cQ±gsia^ij^^i- 0 

CBByiJ#-S- : 3 4 ) 

ia^ij#-§- : 3 3T**$tL§^sia^^iR$tb§^^^KcDT5: ymia^ij 



WO 2005/092383 



PCT/JP2005/006444 



(@B?IJ#-^ : 35] 

S T C 1 CDi&Xia?'J%^1" 0 
m?m-& : 36] 

gE?lJ#-5§- : 3 5X«i^ tb5i»IE?lJ/>r> bSBIR * IC^T / SfeBB^J 

5 ^^-f"o 

CE^iJ#^- : 3 7] 

LDLR OittlB^lI^i-o 
Clfl^lJ*-^- :38] 

sa^J## : 3 7 -e* £ *l 5 *&X®e^j e> « $^^^^s©7-;/ mia^J 

10 ^^i"a 

m&m^r : 39] 
TNFRSF 1 OB <D&gBE?!l£'^i'"o 
CgB^lJ#-^ : 4 0 ] 

15 ^^i~ 0 

[|SJlJ#-5§- : 4 1 ] 
TNFRSF 1 2 A(D±&SSa?lJ£r^-r o 
C@a^iJ#^ : 4 2 ] 

gE#i## : 4 lT^^^^^Sia^J^fe^fiR^tbS^^^^or 5: ;mm&l 

20 ^r^i- 0 

Cga^"J#-^ : 4 3] 
MA P 3 K 8 ©i£8ia^ij%^1-o 
CBE?lJ#-£- : 4 4 ] 

mzm^ : 4 3-?t^5 *££ia?ij^ e> six $ix5^wf©7?y mgayij 

25 §r^i- 0 

m?m^ : 4 5 ] 
E GR 1 cDi^^gB^lJ^^i-o 
CBB^J#-§- : 4 6 ] 

@B?|]#-J§- : 4 5 $ *bS SEXIER $ * I"* 9 IC^T 5 / SfeBB^J 
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m?m-& : 4 7 ] 

E G R 3 (DM&mfH&TF-lTo 
CIB^lJ#-^- : 4 8 ] 

5 IB^IJ*-^- : 4 7 "Cife $ flZ m&W&M* b « $ tb S ^ ^ ^S©7^7 StSB^J 

CIB^iJ#^- : 4 9 ] 
AD AMT S 1 (Di^ia?iJ£r^1- 0 

csa^J#-^- : 50] 

10 IB^IJ#^- : 4 9T?*$tt54fta6BB^fc»fi*^5^^^StWT5 

[IE^iJ#^ : 51) 
T F P I 2 (DitSlB^J^^t"o 
[IB^IJ#^- : 5 2 ] 

is sa^Jii-^ : 5 1 x*misfo&mm&nfrbmmistiz>z^;<?w<DT ^ /mum 

imm'Hr : 5 3] 

o sMcDittia^ij^-rc 

[Sa^J#-^ : 5 4 ] 

20 ia^ij#^- : 5 3^m:£n%^n^fabnm£ftz>?^^?M<vTs. /mia^ij 

Cia^lJ#-^ : 5 5 ] 
T N C (Di&Sia^J^-To 
C@a^iJ#-^ :56] 

25 SB^J#-5§- : 5 5 T?* £ tb^ittia^ feflfX $ ttS * ^^I©7 5 7 ^IE?0 
[ia^iJ#-§- : 5 7] 

E D G 3 (D^*ia^ij^^i- 0 

mmm^ : 58] 
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ia^ij#^§- : 5 7 xm £ ti & fa b hwr £tiz>? ?^(dt%; wl^m 

CIB?!l#-^ : 5 9 ] 
GPR73L1 (DiM.Mni^&TF-f-o 
5 : 6 0 3 

@a^ij#^- : 5 9 xm £ tiziMMmmfr bmm tor ^ / wmm 

CiB^J#-^ : 61] 
S F R P 2 (DigSlB^lJ^^-To 
10 [MB^lJ#^- : 62] 

: 63) 

H I MA P 2 (DiMlB^lJ&^l-o 
15 : 64] 

ib»-*§- : 6 3 xm £ tiz> m.mmfa bmm isfrz>$^^? w<dt ^ ; mnm 

CBB?!]#-^ : 6 5 ] 
S S T R 1 ^i^lB^JSr^-To 
20 CiB^IJ#-^ : 66) 

m&m-W : 6 7] 

ch 2 5 nm.B^i-^mAmm\z.m^tz.zf : 7^^— i o±^s@a^j^^i- 0 

25 [@B?lJ#-5§- : 6 8 ) 

CH 2 5 H^E^Bma^ffi^fflV^c:/^ -v— 2 Oi&£lB?IJ£^1- 0 
CBB?lJ## : 6 9 ] 

5 Xm^^y^-i^— 3 (D^SlB^J^^i-o 
C@B^lJ#-§- : 7 0 ) 
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CSS^J#^- : 7 1 3 

gSIMM 5 TffiVifcy^-f 5 CDiSa6ffi^I*^*r. 
CiB^iJ#-^ : 7 2] 

5 TJB ^fc^-f 6 ©mSSB^J^^-To 
CIH^J#^ : 7 3 3 

m m m 



\ z m s $ n z> & © to v i o 
Hi i 

( i ) co?mmm&/vm%fr e. <Dm*omu->y)i(Dm% 

copd©#i^«^t«, itcMi (vc a) ) , %Bi%mmc), %§Mmm 
(fvc(D), %mtimmm(%m), (fevi (d ) , %-#*(%fev,k 

(%) (FEV/FVC (%) K £#Na*(TLC<L)K %£#^«(%TLCK 
20 (FRC(L)K %^^^i*OTC), 3IM«(RC(L)K %^*(%RVK 

(rv/tlc(%)), co^mt^ (dlco) , xmmmmti (%dlco) > iii^i 

(DLCO/VAK »iMiSt?li#J± (Pa0 2 ) , mMifn.=.Wl4mmfti£ (PaC0 2 ) , I»t 
>(HC0 3 K (FRC/TLC (%) ) &M3£U FEV/FVC^OIW^FEV^O!*; £ 

^*ra#*H5fiE (stage I) COPD, FEV 1 /FVC<70%^-o50%<%FEV 1 <80% 
25 £f<9Eg (stage IIA) COPD^ FEV,/FVC<70%^o30%aFEV,<50% £?rril^£* 
mm (stage IIB) COPDt^llfbfec 

FEV,/FVC^70XSr^b> 
B^COPDTW^ (non-COPD) t&WiLfc* 
•Zblzmmmzm&V, §£MM<3&^B#£noii-snioker, ifel«;IM<D&£ 
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ex-smoker, Sffi *>IS8ffibT^SJil#S smoker i bfc. 
BtflAj&&&, non-COPDA^no-smokerS (NNS¥, 12011) , non-COPD^o ex- 
smoker^ mm, 60S) , non-COPD^o smoke ri¥ (NSSE, 509) , stage I COPDSI 
mm, W) > stage IIA C0PDi¥ (CE2AHI, 6M) , stage IIB COPDfl (CE2B 

(2) copDa^MMT^^i&-r§ji^©^ 

C0PDa#WilT#MWtC^5i^»jbTV^jt^^BJ S^fc-T&fc^ COPD 

mmr&wcmwvrzwz, ^©MM©iofg*^*B^-r£isogen (-^^>> ? 

10 — >ft$S) «U mtt<D7°u M3-;P«oTtotal RNA £i«Lfc 0 total 
RNA£iJlSibfc^>-7°;P©5%, NNS¥ (50>J) , NEI¥ (30!l) , NSfl (20iJ) , 
CElf¥ (3011) , CE2A3I (20!l) ©total RNA£*m£U stl5i±>7°;i/iC^ViT 
oligonucleotide microarray (Human Genome U133A, U133B; Af fymetrixlt) & 

m^xm^mmmm^n-or^ mm^mt, Affymetrix%h©^m^§i#* 

15 (Expression analysis technical manual) 

&^fe : ?<DmM&^ ^oligonucleotide microarray^jtfc-?©^^*©* 

COWXCDMfc^m^mm (COPD/non) £OT©5££ DIP^U W$k&, mi, 
20 m2£>£Z£m3 

(ctm am mii=Fmwm+cE2m mi m^mmm) 

5 

COPD/non = 

(mm ism) mm=Fmmm+nm mi mm=Fmmm+um mi mmzEmm 

10 
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CH25H(NM_003956) (E^'JS^ : 1) , PLAB (AF003934) (IB^J#-£§- : 3) , 
CSF3 (NM_000759) (MB^J#-^ : 5) , RH06 (NM_0 14470) (BB3*J## : 7) , 
5 SFN (BC000329) : 9) , SSB1 (NM_25106) (BB^J#-^ : 11), 

TNFAIP3 (NM_006290) (Mmm^r : 13) , TNFAIP6 (NM_0071 15) (SB^J#^t : 1 
5) , IER3 (NM_003897) (IB^J#^ : 17) , GADD45A (NM_001924) (ffi^J#^ : 
19) , GADD45B (AF087853) (SB3Wt : 21) , IL1RN (NM_173841) (BB3« 
^: 23) , S0CS2 (NM_003877) (IB?iJ#-5f : 25) , S0CS3 (NM_003955) (BB3W 

10 -*§■: 2 7) , MMP19 (U38321) (gB3*J#-*f : 29) , DUSP2 (NM_004418) (BE#I# 
^: 31) , DUSP5 (U16996) (IB^Wf : 33) , STC1 (U46768) (BB#J#-5t : 3 
5) , LDLR (NMJ00527) (SB#l#-f : 3 7) , TNFRSF10B (AF016266) (IB3Wt : 
3 9) , TNFRSF12A(NM_016639) (1B?!I## : 41) , MAP3K8 (NM_005204) (Mm 
#-*§-: 43) , EGR1 (NM_001964) (K3Wt : 45), EGR3 (NM_004430) (BB^J# 

15 f :47) , ADAMTS1 (NM_006988) (gB#l*% : 49) , TFPI2 (L27624) (SB?'J# 
^: 51) , OSM (NM.020530) (IS3Wt : 5 3) , TNC (NM_002160) (K^Wt : 
55) , EDG3 (NM_005226) QBfflmn : 5 7) , GPR73L1 (NM_144773) (BB#I# 
f : 59) , SFRP2 (AY359001) (1B^J#-^ : 6 1) j&s&ffisnfc 1 , S2) . 
C0PD*lS8CDjifflC#V^ feil^M^-r^jie^tbT, HIMAP2 (NM_015660) 

20 (BB#l#-*t : 6 3) , SSTR1 (NM.001049) (MB^J#^ : 6 5) j&ttfefflSnfc 
3) o 

»J2 

CH25H (B3#l#-t : 1) , PLAB (IB^J#-*t : 3) , CSF3 
n- : 5) , RH06 (IB^J#^ : 7 ) , SFN (I3?i]#-5f : 9) , SSB1 (iB^J#^- : 1 



WO 2005/092383 



PCT/JP2005/006444 



97 

1 ) , TNFAIP3 (BE#I#^ : 13) , TNFAIP6 (E^iJ#^ : 15) , IER3 (IB?>J# 
■*§■ : 17) , GADD45A (gB^J#-Sf : 19) „ GADD45B (BB#J#-*§- : 21) , IL1RN 

(Mmm^ : 23) , S0CS2 (E2?9## : 25) , S0CS3 (BB^J#-^ : 27) , 
MMP19 (M^m^r : 29) , DUSP2 (MB^J#^ : 3 1) , DUSP5 (gB?!I#-St : 3 
5 3) , STC1 (mm^: 3 5), LDLR (IB^Wt : 3 7)*, TNFRSF10B (IH#I# 
: 3 9) , TNFRSF12A (IH^J#-^ : 4 1) , MAP3K8 (IH^J#^ : 43) , EGR1 
<Em&^ : 45) , EGR3 (SB^J## : 47) , ADAMTS1 (IH^J#^- : 49) , 
TFPI2 (iB^J#-^ : 5 1) , OSM (MH^J#^ : 5 3 ) , TNC (ffi3*J## : 55) , 
EDG3 mmm^ : 57) , GPR73L1 (SB^Wt : 59) , SFRP2 (I33Wt : 6 
10 1) , HIMAP2 (ffi&m^ : 63) , SSTR1 (Mffltt : 6 5) \Z$$^X, ^(D^ 

iii 3 

( i ) femmM-Kmte&zmsmfcT&mw.mmvmffl. 

15 CH25H : 1) <Dmm^Wi%, ^«|5^>y;i/ CNNS¥ (12M) > NE 

ffi Wd) , NSH (5#l) , CEli¥ (7M) , .CE2AS (6M) 3 £J3^T, ^«WRT- 
PCR&^DIJI^fco 

^Jfem^WJHbfctotal RNA 500ng*UJ5fi*J»tbTTaaMan Gold RT-PCR 
Kit (77 7^HmtyXrAXtl) *fflViT50iilOK^4'T^fe#R^ 

20 fc«kt)cDNA£'&JEfcL}fc. KJfc$fc*a*e>fcT?2. 5f&te»3RL&gk ^-©-5^©2nl 
&fflV*TABI PRISM 7900 seauence detection system (77°7-< F/t-f ^r^T.'r 
AX*±®D ^QuantiTect SYBR Green PGR Kit (QIAGEN&S4) ^ffl^fe'J7M 

v-te, Primer Express^o^ A (7^7^ F/Vf ty^fAXIt© 
25 Tf£ftbfc C^-f^-l (IB^J#-%: 6 7) , y^-fT-2 (IB^Wf : 6 
8) ] o ra«fcA^^c|r— lf>^at^fcbTGAPDH*^©Ctfi*Taq|lan 
GAPDH control reagents (T^7-f FVVT ty^rAXtl) £m>T89j£U 
ACT&K:«fctK GAPDH®^SfeD©CH25Hjte^©^Jl»^^^, #3¥IH!©fi# 
«©8§3l£ifc$febfc(m)o mm (1209) , NE1£ (6M) > 
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nsi¥ (5M) , mm am) > ce2ai¥ (m) 3 omfc^mmtmrnm (%— 

%C0fltl£mt6^) ©ffillfil^ffofe (02^03) o 
£*U:?K CH25H«f5^ (BH^IS-^: 1) ©3PJ^\ COPDa^MT^PbTV^ 

^n-;V7j<m^#*T : fe^CYP3A4, CYP7AK CYP46^cklXCYP27Al<D#f6Ji^\ 
COPDMT E <D £ -5 fc^-fb LTV^j!)^, §H» S 1 b fcGeneChip^- ^ «fc 0 

CYP3A4, CYP7AK CYP4643 J;OTP27A1«, COPDm^Ti^Ji^^ftb^^o feo 
10 Cin«fctK C0PD©^H©5iff fc#</i, ^ii^i^-r^,(D«CH25H©^2feo7t^ 

(2) CH25Hit^<D|&jfi#:fc 

CH25H, CYP3A4, CYP7AK CYP46& J;lKCYP27AlCDiailM^^ Human MTC Panel 
K Human MTC Panel IK Human Immune System MTC Panel, Human Blood 
15 Fractions MTC Panel (ivTnfcClontechftM) £2nH£fflU ^t(D*<Di&fc^ 

mmmzmmm 1 iz^vr^mmmzmcx^m-r^ z\t\z£v, m*<iz* & 

y°u — Assays on demand gene expression product (77 0 7-f FA-f ^is 

CH25H«, Brfffc^SWfcSBgabT^&o CH25H^fcfl$T^Ji^^ 
20 fc©«CYP27Al©^"r&ofec 

^±©^<hJ;D, CH25Htt, C0PD#3MK:IS J rr3Pf — ©3 l/T^n-iM^t; 

@i lit -e afe & £ it an 2 n £ c 

25 C0PD^E^;i/V ^ X ^43 CH25H3tfc^£^lfr$NlT 

CH25H© C0?mtM^(D M# <BJS^ § & , COPD^^U Bfef & ^ A 3 ®H§« 
^"j7X (Toxicological Science vol. 51, p. 289-299, 1999) t^cCH25Hc« 

mmmzn -ore 
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^A'nlllY^Xtt, C57BL/6^X(7«K M) 
m&ftDZ.£\z£K>ftmistzo ZnuMmmn? frZ—fty hbfcKentucky 
reference cigarette 2R4F£3%»?M<i: U 1 B abfe D 150 puf f s/15min-^ 
5 interval/15min-»150 puf f s/15min^interval/15min^l50 puffs/1 5min^ 

interval/15min-+150 puffs/15min (^;tn40*) TU*®bfco 20 £^301^© 
fl*^MffiU HlMlt^lfc^{:fl/\ total RNAfcSlSSSb&o 

XCYP27Al»fc : ?©S£3ifi&«!l5£L;fco £fc3 0 PeQ^ AnMHR^ff o fe^^X 
10 ^>hAJl/H^-JHS^TfcT^f*-a~l/^#fU, PBS 0.5 ml^3HIfl*|^i 

7>CYP27AlCDfg|M^i!j : b^¥tjf Vfc* #7'n- :/te:Assays on demand gene 
expression product (77 7^f H/^tyXrAa©) £ D^n«St5^ 
□ -^SKLTffl^fc. -€-n^ti©it'f5 : ?©^*«i;bKCttt?ifc «fc 0 Rodent 
15 GAPDHfcfcrT £*S2tf£M£ UTlFffibfc. 

m&mmfc^-vMMVfz. (B4A, b) . — wte&vvr&gi-r* 

nx ViSffiCD 3 1/7, n — ;V7KKft»iR , r» £ CYP27Al3tf5 : ?^litt^ A* 3 

20 cns^o, ch25h«, covmte&K&rz&rtxmmteTMz&^Tbft 

5 

C0PD ; Ey ; ;^^7 > ^43tt^^l^T©25-fc Fn^ynl/Xfn-Jl/ (25- 
25 HO 

CH25HCDC0PWSI8^©M#&W^*fc«>, HJfiM 1 TJB^fcC0PD©#!t8*KBfc 
^/tnlllT^^H C57BL/6^X (6Mtt, it) H»Jli^l^#T 
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mmmmmz. ^>bwv\£&-)v<Dmmm& J 3-\z&v)m.ttts^, m&mmi, 

25-HC*5^D^r]l/X^n-;V*«, LC/MS/MS (API 4000, Applied 
5 Biosystems/MDS Sciexli) *3$iJ^b7c [ HPLC^# : HPLC (ft^lOA) , ftffits 
(CAPCELLPAK C18MGE, M^M) , MS/MS gkft : MS/MS (API 4000), 
Ionization mode (APCI), Ion polarity mode (positive)] D ^©M^ 
nMBSSS^©^iD^#Vi, fl»|i4xD25-HC«©^»^^tlfe (HI 5 A) „ 
— Ji, 3 ^fnHHO^IiHiSn^^ofc (H5B) o 

10 

(1) CH25H»e^©^n-->^<h^^^X$ F<D«H 

t: hCH25Hjt{5^MB^iJ (NM_003956) £> £Z$-?0 XCmzmfcTmm (NM_009890) £ 
#%i^T, k h43d;i;y'^XCH25H^Sit^^n-->^©y^-r^- 

15 cy^-r-T— 3 mmm^ : 6 9) , (iB^wt: 7 0) , y^-r 

V-5 (IB^Wt: 7 1) &£Z$y°7-(~?~6 (SB^JfHt : 72) ] ^fifcLfc 

Marathon cDNA library u Z^M &m bt, ^fc7^7 
jsfc^©±!l^te, WIlMarathon cDNA library (^ n £ bT, 

20 PyroBest polymerase^ cktKEx-Taa polymerase (SM5a&M) £J!l^T$stt© v 
-aTJHCt^, a-±Sjt^©iiifiS^fTorco PCR^£pCR Bluntll TOPO^ 

M>\£bu¥>tt.m \zm^(D^-3.TMzmmAVKL (pcrii 

Blunt 1 1 T0P0-hCH25H:fe£^pCRII Blunt 1 1 T0P0-mCH25H) o Wi^T, 
pCRII Bluntll T0P0-hCH25H£>i;^pCRII Bluntll T0P0-mCH25Hcfc X> hCH25IU3J; 
25 I5mCH25Hjlf5?-||f jt^^^BamHI-XhoIl^jt^^n^tl^O D £B U pcDNA3. 1 (+) ^ 
/7^_ y^bu^fy^W \zmA~t&Z\£\z&Q, k hCH25H^Ji7 0 ^X5 
H (pcDNA-hCH25H) &£U^^XCH25Hf6iJ;7 0 ^;^ H (pcDNA-mCH25H) £*|§fg 

(2) CH25Hf£§!g&&©|Wtft 
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(2-1) In situ Hybridization^ *CH25fflfrET»3Ba&ftCDEIJ£ 

_hfE (1) \z&\,*Tm&V1t^VXZE25Ba&&¥&7<77XS. F (pCRII 
Bluntll TOPO-mCH25H) ^tl^YiBamHL XhoIT«bb, ^XCH25ffitfc^T^ 
}CT7 promoter binding site^WT^Linear DNA*3^^SP6 promoter binding 
5 site^^Linear DNA^DHMbfec -^nS £flM^DIG RNA labeling kit(n 

CH25HT>^-k>XRNA*5cfc^iz>XRNA^IMbfec 3 > h □ -;]/ <h bTMMP-12 
Mte^\Z^\,*Thr>^±>XWh&&Z$±.>XWA&WMLfc 0 

10 £tgttiU 4%7\°^/^;^AT;i/^t HfcTitU 9^3r7s$v hinO/Am©-©M- 

^-fif— i>a >teln situ hybridization reagents ty^>^->tti) * 

detection kit (n->o. • ^7^V7f^ ^X*±®D &m>Tfr 
15 CH25H«W®jAtSH^^bfe«T^iJ^tl^$ti> 3>hn- 

Jl'tLTfl b&MMP-12©3BS4Mfr Stbfe CH25HcDfgiji« HS$ 

Jj£ V ^ p ? T — t ffiffl $ tlfe . 

(2-2) ftmm&mz&zmsmmffi&vmfe 

20 &SjNHflS©EJJ££fTofc. LundS (The Journal of Biological Chemistry 

vol.273, pp. 34316-34327, 1998) EtiO^rfeS'btfc^bfc^^H (BB#I 

^y^FXi7&\z£K>mmv, mm smfc v tz. . 

^J£M 4 ^fe*S<£>^fekife T, 3^ ^ Hl^naffiflMt&fT o fc^X «fc D ffi 

-r;i/h*3^;i/A^15^@^b, 0. 3%H 2 0 2 /MeOHT30^1>Kj^$-&^n^^x-X 

3triV^XF4/80in;#: (UK-Serotec&MK AlexaFluor594«B»^^ y MgGirC#: 
(Molecular Probe&fiD , ^V^XCH25HirL#\ AlexaFluor488S^£+h£lgG 
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tKW (Molecular ProbeftS!) <Dim\z&30ttmKJfc-£^tc o PBS/0. l%Tr i tonX-100 
T8fc#bfc^ VECTASHIELD with DAP I (VECTOR*±§0 *Z?«lfi!6 • ^X*ff 

CH25H©COPD^lB^©H#&ail^*&«>, B«t£7 n:7 7 — S^s©CH25HRjiM 
#n?££25-t: F n^>ri ^jn-jP (25-HC) »©^^IJI^feo 

15 «gBfc, «M4^fB«c©^^^oT, ^W^^W^lHliRb, TOT 
^□7 7-y^t?aiS^ 96weliyi/->fclX10 6 cells/ml^7 t d:^ e fc5fcSa 
bfc„ S0, LPS (10 ng/ml):feJ;££25-HC(0. 3-3 Mg/ml) T«£<HtV^ £5 £24 

^\ Sfflfl&«fc D total RNAfcHUXU U 7;^^T AS*«JPCRSte«fc0^ttit-f 
20 F2K>T&£CXCL2, IL-ljS©mRNAS£^gbfco #ya — ^HAssays on 

demand gene expression product (77°7^f F A-f ^v^-^A&IID cfcD-trtl-!r 

tcj; DRodent GAPDH^f S*B*t3SB3itt£ bTllttibfco 
^©^JH, LPS^3ftO*a»[fcJt^ LPSi25-HCi0^*!l»[te:«fc[PCXCL2, IL-1/3 
25 ©5iS?Btt25HCCD«aElfe#»K:i«9iqbfc (06) . 

(2) 25-t: HD+->3l/XTn-;i/ (25-HC) ^gfF*3f9!#fc: .fcSiM F#-T > 

25-HC SIM h#-f>^£^\ in vivofc^Tfc^&nSJfc&JftBtr Sfc 
V7X©^Wl^^©25-HCS#(7)^jm§i)ll^feo 
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m) 50/ig/50Ml/^X©&#TM^ftiS!#U &#3, 6, 12, 24*5«fctf48 

5 ^KC43cfclXMIP-2*^TUIS©ELISA4 1 ^ hfcTSHtbfc. 

•eol^ 25-HC&#3l5JW&fc;fe^T, KC*«tmHP-2*©»^«Jn**B8e> 
Stlfe (0 7) o 

(3) 25- h FD^y3^fD-j^f^4iiJ:l)ff^lSi 

25-HCfc<fc£&ai3fci&RJ&j&^ in viyote:fe^T%>*5nSj&>£ttWt"S;fca&K:* 
10 ^VX(D&mft^<D25-llC&&<Df!b&&M^fco 

^5 >£> J; U^r > Jgg*T, C57BL/6^X (7»> *t) fc25-HC, 
^3>hD— ;i/tUT25-HC*#fcffi^fc^|^»ft©»Ji^ty^S*^ 
(9. 5XX^/— ;i^R*i£) :te«fctf4/3-fc: Fn^>zi uo^n— ;M4/3-HC) 50 
tfg/5O/Al/-7^X/B©*#T?40W^;«rtS#b, MH^^^««^IhI 
15 JRL/TMIfi§t§H-SiJLfe. 25-HCS#»k:*ViT©^ H#&#? 

4>3»ffWfI^&nfc (08) . 

Z. tl B (Dt&fkfr £> , CH2 5IMMJ& D 7 r-i?fc*^T3 6 
25-HC£H£U ^©**Tf»S25-HC3^CXCL2^IL-li8©«fc'5^Stt*y--r h# 

20 M$1i--Si#^.6»n§o 

CH25HBa*f^ffl*^r*T5^'»©X^U—x>^ 

COS,«^2xl0 5 cells/well(D?^T6^yi/-h^Mb, IB, 2^gCD±wB 
25 t hCH25H^^^X5 H (pcDNA-hCH25H) £FuGENE6 (n^-^VT^VXT- 

'i&s 2-hydroxyproryl-)3-cyclodextrin£20 mg/mWmm^fcMskmmmigm 
£35$IU 37 o CTi0#p B 1±g«Lfe o 5% Lipoprotein-poor serum^WDMEM 
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*±m^6^*®CHCl 3 :MeOH(2:l)^TriI/X7"n-;i/m^mUfco 
%mm$m^ CHCl 3 :MeOH(2:l)^te??^?b, Silica Gel 60 TLC 
plate <20cmX20cm, *)V2QM) H7^7^f bfco AcOEt/Ph-Me (4:6) T 

5 MUBU 3l/X^D-;i/^e)25-HC^©«^BAS2000Tr^tfci-r-5)e:<h^=fcD> 

©ni/X7 : -n-;i//0^25-HC-v^T§CH25H^»?S'l4 {W$m fe^^fec 
10 X100 

15 IB^J#-^ : 2,. @H^iJ#-^ : 4, @B^J#-^ : 6, IB^Wt : 8 , K3*]#-*t : 10> 
IH^J#^- : 12, IB»-*§ : 14, iB^J#^ : 16, IB?'J#-5f : 18, SB?(J# 
^: 20, Utm^ : 2 2 , IB?iJ#-St : 2 4 , IB^J#-^ : 2 6 , SB^I#-^ : 28, 
l33«-*t : 3 0 , IB^J#^- : 32, IB?'J#^ : 34, 1B3«-S§ : 3 6 , I3?iJ# 
■if : 3 8 , SB?!l#-5f : 40, IB»-5t : 4 2 , IB^J#^ : 4 4 , IB^'JU^t : 4 6 , 

20 m&m^ : 4 8 , !B?"J#-*t : 50, IB?U#-^ : 5 2 , IB^J#-*t : 54, IB?U# 
n : 5 6 , IB»-*t : 58, I3^J#-^ : 60, IB?'J#-*t : 6 2 , IB?iJ#-5f : 6 4 

s y £^rr § * >/\° ^ « £ > a° z m & ^ - ft* ^ u 5? ^ u^r 
25 jb) . zs^/vi±mmm^0i, it^ei, aiatt^it^, i^nit 
w^Bwm, mmmmm, mmmm, mmmmtzai tzzowm^-x-mt 

mnm^ : 2, IB?'J#-*t : 4, SS^J#^- : 6, IB#I#-Sf : 8, IB?iJ## : 10, 
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SB?iJ#-5t : 12, i3^I## : 14, SE#I#-f§- : 16, 1B?U#-^ : 18, BB#i# 
•if : 2 0, IB^J#-*f : 2 2 , MB^J#-^ : 2 4 , BB#I#-^ : 26, IH^J#^ : 28, 
m$m^ : 3 0, SH^J#-^ : 32, IH^iJt^ : 3 4, IS3Wf : 3 6, IE^lj# 
^: 38, IE3Wt : 40, MB3«-*t : 4 2 , BB^J#^§- : 4 4 , SB^J#^ : 4 6 , 
5 IS^J#^- : 4 8 , : 5 0 , SB?U#-5§ : 5 2 , IE?>J#-^ : 54, IE^iJ# 

# : 5 6 , BB#I#-*§- : 5 8, SB#l#-*§- : 6 0 £fc«IB^J#-*t : 6 2Tg$llS7 

^ y mmm t m— *> b < te^sfw k in-© r ^ ; WMn § * > a ^ k, 

£ Srffi £ 7, 2 U — — > tf\Z J; 9 # £> *l£ [S^M, ±fB ^ > A 2 « (D^tt £ [S* 

wAtf, mj&mmm cm, it'iMS'SW^m oisttmw^, , 
^^^ttWlBIf^^, m*^>©m, «M£«t-fe, ii^ttw^, mmmu 

15 ^M^^iwi-©y5ymia^j^^wr^^>A o ^M, i^>A o ^5t£n-F-r& 
±fB^u^^i/*^F/fe^«, p«^n cm, mmmmmm m 

20 ^^©^Kr-^^J^bT^ffi-r^il<h^T^^c 
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1 . m?m-W : 2 , IB^lJ#-§- : 4 , @E?0#-5§- : 6 , BB^J#-§- : 8 , @E?!J## : 
1 0 , BB?IJ## : 12, IB^J#-S§- : 14, IEJU## : 16, IBM#^- : 1 8, IB 
?IJ#-5§- :20, IEM#^ : 22, I2?lJ#-§- : 2 4 , IB?!l#H§- : 26, BE3«-J§- : 

5 2 8, mZm-B- : 3 0 , BB?!I#-J§- : 32, BB2?!I#* : 34, BBM#-§- : 36, IS 
?IJ#-§- : 3 8 , @B^IJ#^- : 4 0 , |B?!J#^- : 4 2 , 6S?lJ## : 4 4 , IS?U#^- : 
4 6 , @B?lJ#-5§- : 4 8 , IB^lJ#-^ : 5 0 , SB?iJ#-§- : 5 2 , IE^iJ#^§- : 5 4, IB 
?m-%r : 5 6 , iBM##" : 58, BB?!I#-i§- : 6 0 ;£ fcte@B?(J#-5§- : 6 2tH^ 
§7^ /g^IE^i:!*!— *>L< fii^HfiftfcP}— (DTK J Wm&l&^'fZ 

2 . , IB JiJ#^- : 2tt$il57^ gfe IB^iJ £^1" § * ^ JC 

15 3 . m?m-%r :. 2 , IB«^ : 4 , IB?IJ## : 6 , IE^lJ#-^ : 8 , SE?l]#-*§- : 

1 0 , IB^IJ#-^ : 1 2 , I3JIJ#^- : 1 4 , @B?!l#-§- : 1 6 , IB^lJ#^- : 18, IB 

: 2 o , : 22, mzm^ : 2 4 , @fi^iJ#-5§- : 2 6 , mzm^ : 

2 s , mmm^ 3 0 , ib^j#^- : 3 2 , mzm-B- : 3 4 , ib»^§- : 3 e , ib 

: 3 8, BE?lJ#-J§- : 4 0 , IB^lJ#^- : 4 2 , IE3*I## : 4 4 , IB?iJ#-5§- : 
20 4 6, m?mt§r : 4 8 , IB?lJ#^§- : 5 0 , IB»^ : 5 2 , IB^lJ#^- : 54, IB 
?U#-S§- : 5 6, IB^fJ#-§- : 5 8, @B?lJ#-^ : 6 0 £fcJ3:@E?!!#-J§- : 6 2X^^tl 

3 iB*^^Jo 

5 . IE?lJ## : 2 , IB?lJ#^§- : 4 , IB»-S§- : 6 , IB?U##- : 8 , IB?I]#-S§- : 
1 0 , @3^iJ#^- : 1 2 , I3^J## : 1 4 , gBM## : 16, I3M#-§- : 18, IB 
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?IJ#H§- : 20, m$ms=r : 22, gB^J## : 2 4, IB?U#-5§- : 26, BB?iJ#-J§- : 
2 8 , gB?!J#-§- : 3 0 , @B^lJ## : 32, ga^J## : 34, IB^lI#-S§- : 3 6, gB 
?lj#^§- : 3 8 , SB^lJ## : 4 0 , gB^iJ#-5§- : 4 2 , |B^iJ#^- : 4 4 , @B?i]#^§- : 
4 6 , gB?0#-§- : 4 8 , iB^J## : 50, |B?!!## : 5 2 , MB^iJ#-5§- : 5 4, IB 
5 : 5 6, IB^IJ#^- : 5 8, @B^iJ#^§- : 6 OtfcttE?IJ#t : 6 2tf^^ 

& ? is*"?- Ko 

7 . n^gstg^&o^Bfc • tested fcsflfcfc® 6 iB«cO|smo 

8 . SB^IJ*-^- : 2 , gE?l]#-§- : 4 , IB^iJ#^§- : 6 , IE?!l## : 8 , @B^J#^ : 
1 0 , IB^lJ#^- : 1 2 , m$m-$=r : l 4 , BB?l]#-5§- : 1 6 , @3^lJ#-5§- : 18, @B 
: 2 0 , SB^IJ*-^" : 2 2 , @B^J#^§- : 2 4 , @E^J## : 26, SB?iJ#-§- : 
15 2 8, SB^IJ#^- :. 3 0 , iB^J## : 32, IB^lJ#-^ : 3 4 , @B^J#-*§- : 36, IB 
^|J## : 3 8 , gfi^lj#-*§- : 4 0 , SB^J#^-. : 4 2 , BfiM#-5§- : 4 4 , BB^iJ#-§- : 
4 6 , mm^lr : 4 8 , IB?IJ#-^ : 5 0 , MB^J#^§- : 5 2 , gB?!)#-§- : 5 4, IB 
?IJ#-^ : 5 6 , SB^IJ*-^- : 5 8 , @B^lJ#-§- : 6 0 £fcttia?lJ## : 6 2 T?^^^ 

575 y^gB^iJ^in— Wi^JC^m— ©75 JWm^^ir^^^^ 

9. »3fc^8fB#©&#&^LTfc5E3S 0 
l o. n^Bfcg&gSA^Bfr • f&JSE*Jt?fcSf»^9IB«OE3lo 
. 1 1. f*^8|B*©^i#:S:^UTJa;5^»fljlo 

1 2. Pf!RSI*IA^»fl|-C&5f»*5Cl lfEfttf^^o 
25 13. IB?IJ#^- : 2 , SBM#-^ : 4 , IB^J#-^ : 6 , BB?!l## : 8 , BB^J* 
f : 10, SBM#^" : 1 2 , SE?lJ#-j§- : 1 4 , @B?IJ#-S§- : 1 6 , IBM#-^ : 18, 
gB^IJ#-i- : 2 0 , IB?U## : 2 2 , IB^J#-§- : 2 4 , @B?U## : 2 6 , BB^J# 
f : 28, ga^iJ#-^- : 3 0 , SB?IJ#-§- : 3 2 , BB?iJ#-^ : 3 4 , gB^iJ#-^ : 3 6 , 
mnm^ : 3 8 , IE?iJ## : 4 0 , |BM#^ : 4 2 , BE?iJ## : 4 4 , MB^J# 
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f : 46, Wmm^ : 48, IB?iJ#-£- : 50, IB^W"^ : 52, @H^lJ#-^ : 54, 
mZm^r : 56, @3^J#-§- : 5 8, IB?IJ#-^ : 6 0 £ teIS?l|#-i§- : 6 2~e^$ 

fSLtLtittL^cDUft^?- K£r=i— K-T^^y^^ WK^f tt^5« 

5 ^a©^iffm 0 

1 5 . @B^iJ#^- : 2 , IBM#^§- : 4 , IB^iJ#^- : 6 , IEM## : 8 , I3?0# 
-§- : 1 0 , BB^iJ#-§- : 12, SB?U#-§- : 14, IE?U#-i§- : 16, IB?lJ#^ : 1 8 , 

10 Unm^r : 20, IB^J#-§" : 2 2 , BB^J## : 24, gB?iJ#^§- : 2 6 , IB^iJ# 
f : 28, : 3 0 , SB^lJ#-^ : 3 2 , IB^J#-S§- : 3 4 , @B?4#-§- : 3 6 , 

SS^J## : 38, IB^IJII^- : 4 0 , IB?lJ#-5§- : 4 2 , I3JIJ#-§- : 4 4 , IB?lJ# 
f :46, lB»-§- : 4 8 , BB?!l#-§- : 5 0 , @B^J#-*§- : 52, SB^J#^- : 5 4 , 
IB^J#-§- : 5 6, SB^iJ#-^ : 5 8, iB^J## : 6 0 * fc f4I3M#-^ : 6 2^*^ 

15 T 5 7 StlB^'J ^^-%L< Mttl-^-©7 5: / StlB^-a ^5 ? 

^^^7 o ^K^fc«^^^ffiv^§f»^I^l 5te«t^^^ y-^^^fec 

20 17. SB^IJ#^- : 2 , BE?U## : 4 , 1E^IJ## : 6 , SE?lJ#^- : 8 , IB^iJS 
10, BB^!i## : 1 2 , IB?0#-§- : 1 4 , I3?lJ#-S§- : 16, @B?lJ#-^- : 1 8 , 
BE?!i#-J§- : 2 0 , iB^IJ## : 22, IB^iJ#^§- : 2 4 , BB?IJ#-f§- : 2 6 , BB^J# 
28, IB^lJ#-*§- : 3 0 , gE?!l#-£- : 32, |B?lJ#-§- : 3 4 , IBJlJ#-5§- : 3 6 , 
IB?IJ#^- : 38, @B?IJ#-f§- : 4 0 , BB^J## : 4 2 , BB?IJ#-*§- : 4 4 , BB^iJ# 
25 f :46, BB?lJ#-5§- : 4 8 , I3?lJ#-§- : 5 0 , MB^lJ#-5§- : 5 2 , BB^J## : 5 4 , 
@B»^§- : 56,. 1B?U#^§- : 5 8 , BB?IJ#-5§- : 6 0 & teBB?IJ#-*§- : 6 2 1?*$ 
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is. mzm^r : 2^m£n%T ^ ym®m%-&^-tz>?^^?'Khv< vs.* 

K 

1 9 . m$m^ : 2 , I2^lJ#-5§- : 4 , IB?U## : 6 , @B?lJ#-^ : 8 , BE^J# 
5 10, IE?!l#-§- : 12, SE^J##- : 14, IBM#-^ : 16, IB^J#-^ : 18, 

la^lJ*-^- : 2 0 , BB^!I## : 22, 6a#I## : 24, IB^lJ#-§- : 2 6 , IB^J# 
f :28, IB^lJ#^- : 3 0 , IB?0#-^ : 3 2 , IB^lJS^ : 3 4 , IB?lJ#^§- : 36, 
: 38, IB^i]#^§- : 4 0 , MB^J#-^- : 4 2 , E?!l## : 44, M3^iJ# 
f :46, SB^lJ## : 4 8 , IB?!|## : 50, BB?!|## : 52, BBH** : 54, 
10 IBM*-!- : 5 6 , I3^IJ#-^ : 5 8 , @B?lJ#-S§- : 6 0 £ fc«IB^IJ#^- : 6 2 

15 K& = — Ki-S^U ^ K^^V^ff^l 9fEic(7)^^y — 

2 1 . mtm-B- : 2 , |B^lJ#^- : 4 , IB?lJ#^r : 6 , SBM#-^ : 8 , IB3« 
t: 10, SB^IJ*-^- : 1 2 , gE3RI#-i§- : 14, SB^lJ#-^- : 1 6 , MB?iJ#-^ : 18, 

: 2 0 , : 2 2 , IB?iJ#^ : 2 4 , IB^J## : 2 6 , @BM# 

20 t:28, IB^!1#-^ : 30, E3?II## : 32, IBM#-^ : 34, gB?lJ#-*§- : 3 6 , 
BB^J## : 3 8 , @B^lJ#-8- : 4 0 , IBM#-^ : 4 2 , IB^]#-^ : 4 4 , IB?lJ# 
f :46, @B^IJ#^- : 4 8 , MB^J#-^ : 5 0 , BE?!l## : 52, : 54, 

@B^lJ#-^ : 5 6, IB?iJ#-*§- : 5 8, BBM## : 6 0 * fctelB3«-5§- : 6 2T^ 

2 2. SB?iJ#-§- : 2t^il57 5 7 ^K^J&^1-5 * >v^®£fc^<7) 
§13^^ K£r^- K-r5* 0 y J*^ t^=F- K^^i-^>ft^2 1 fS«©^^ y 
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gB?IJ#-§- : 18, SB^iJS-^- : 2 0 , : 2 2 , IB3«-S§- : 2 4 , IB3« 
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f :44, : 4 6 , MB^J#^ : 4 8 , K?lJ#-*§- : 50, gfl?lj## : 5 2 , 

BBM## : 5 4 , nmm^- : 56, BB?0## : 5 8 , IB?!I## : 6 0 ^^c^IB^J 

2 4 . a* N mzm^ : msm %>*f<?n 

15 2 5. BB^IJ#^- : 2 , IB?IJ#^ : 4 , IB^J#^- : 6 , IB?!l#-5§- : 8 , IB?lI# 
t: 10, SB^IJ*-^- : 1 2 , IBM#^ : 1.4 , IB?lJ#-5§- : 1 6 , I3^J#-^- : 1 8 , 
g3?lj#-i§- : 2 0, IBM#-§- : 2 2, IB^Jft-^ : 2 4, gBM#^§- : 2 6, IB^J# 
f : 28, BB?!I## : 3 0, BB^J## : 32, I3M#^ : 34, gB?!l## : 3 6 , 
IB^lJ#-§- : 3 8 , SEM#€- : 4 0 , I3?IJ#-*§- : 4 2 , 1B^IJ#^- : 4 4 , IB?U# 

20 t: 46, @B^lJ#-§- : 4 8 , IBM#^" : 50, @B^iJ#^- : 5 2 , IB?!l#^ : 5 4 , 
m^m^r : 5 6, I3M#^- : 5 8, IB»-*§- : 6 0^fc^IB?lJ#-^ : 6 2T'^$ 

25 2 6. @B?IJ#-S§- : 2 $ *L § T =• J StlB^J £*a ^l" 5 ^ ^ ^ JC t> U < tt-t 
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5 ## : 5 0 , BH^IJ#^- : 52, SB^Jff^ : 5 4 , MEM#^ : 5 6 , @B^J#-?§- : 5 

8 , @a^j#^- : 6 o * it nm^m-^ ■. 6 2 -e^ ^57^ m®m ^-tt< 
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10 2 8. % @B^iJ#-§- : 2 ^575/ StIBM %?^ir % ? l/s* # M 
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3 0 . |3^iJ#-^ : 6 4 * It mmm^ : 6 6 XM £KlZ>T ^ J SMfiM £ ID— 

20 PfKI^Ac^K • m^e^lo 

3 1 . IB^IJH^ : 6 4 £ fd fiIBM## : 6 6 75 / gfeSB^IJ £ HI— t 

3 2. l|B*<0^#&^LTft5&»flI o 
25 3 3. PfK5^A©^»f3l*C*)SBI*3S3 2|E«i<D^»fSI 0 
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3 8.- SB?IJ#-f§- : 64t fcfi@B^IJ## : 6 6 XM ^^757 ItlB^J £ 1^— 

is • f&jsso©^^ =-^^^s/ bo 

3 9. njtfLftW^U IB3W§- : 6 4^fc{iIB»-^-: 6 6^t^tl^7 5 

y MSB^ij i: in - h b < «iHfC^ tp-£7)7 5y msa^ij 5 ^ ^ * « t u 

20 s r. ^ &i&mb-rz&w.&&B<D^m • m-s^&o 

4 0 . |B^J#-^ : 6 4 £ (*SB^J#-^ : 6 6 xm ^5757 ItSB^lJ £ ID— & 
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SEQUENCE LISTING 
<110> Takeda Pharmaceutical Company Limited 

<120> Preventive or therapeutic drug for respiratory diseases 

<130> PCT05-0017 

<150> JP2004-092064 
<151> 2004-03-26 

<160> 73 

<210> 1 
<211> 816 
<212> DNA 

<213> Homo sapience 
<400> 1 

atgagctgcc acaactgctc cgacccccag gtcctttgca gctccgggca gctgttcctg 60 

cagcccctct gggaccacct gaggagctgg gaggccctcc tacagtcgcc cttcttcccg 120 

gtcatcttct ccatcaccac atacgtgggc ttttgcctgc ccttcgtggt cctggatatc 180 

ctgtgctcct gggtgcccgc cctgcggcgc tacaagatcc accctgactt ctcgccatcc 240 

gcgcagcagc tgctaccttg cctggggcag accctctacc agcatgtgat gtttgtgttc 300 

cccgtgacgc tgctgcattg ggcccgcagc ccggccctcc tgccccacga agctcccgag 360 

ctgctcctgc tgctgcacca catcctgttc tgcctgctac tcttcgacat ggagttcttc 420 

gtgtggcacc tgctgcacca caaggtgccc tggctgtacc gcaccttcca caaggtgcac 480 

caccagaact cgtcctcgtt cgcgctggca acgcagtata tgagcgtctg ggaactgttt 540 

tctttgggct tcttcgacat gatgaacgtc acactgctcg ggtgccaccc gctcaccacc 600 

ctgaccttcc acgtggtcaa catctggctt tccgtggagg accactccgg ctacaacttc 660 

ccttggtcca ctcacagact ggtgcccttc gggtggtacg ggggtgtggt gcaccacgac 720 

ctgcatcact ctcactttaa ctgcaacttc gctccgtact ttacacactg ggacaaaata 780 

ctgggaacgc tgcggactgc atctgtccca gcgcgg 816 

<210> 2 
<211> 272 
<212> PRT 

<213> Homo sapience 
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<400> 2 

Met Ser Cys His Asn Cys Ser Asp Pro Gin Val Leu Cys Ser Ser Gly 

5 10 15 

Gin Leu Phe Leu Gin Pro Leu Trp Asp His Leu Arg Ser Trp Glu Ala 

20 25 30 

Leu Leu Gin Ser Pro Phe Phe Pro Val He Phe Ser He Thr Thr Tyr 

35 40 45 

Val Gly Phe Cys Leu Pro Phe -Val Val Leu Asp He Leu Cys Ser Trp 

50 55 60 

Val Pro Ala Leu Arg Arg Tyr Lys He His Pro Asp Phe Ser Pro Ser 
65 70 75 80 

Ala Gin Gin Leu Leu Pro Cys Leu Gly Gin Thr Leu Tyr Gin His Val 

85 90 95 

Met Phe Val Phe Pro Val Thr Leu Leu His Trp Ala Arg Ser Pro Ala 

100 105 110 

Leu Leu Pro His Glu Ala Pro Glu Leu Leu Leu Leu Leu His His He 

115 120 125 

Leu Phe Cys Leu Leu Leu Phe Asp Met Glu Phe Phe Val Trp His Leu 

130 135 140 

Leu His His Lys Val Pro Trp Leu Tyr Arg Thr Phe His Lys Val His 
145 150 155 * 160 

His Gin Asn Ser Ser Ser Phe Ala . Leu Ala Thr Gin' Tyr Met Ser Val 

165 170 175 

Trp Glu Leu Phe Ser Leu Gly Phe Phe Asp Met Met Asn Val Thr Leu 

180 185 190 

Leu Gly Cys His Pro Leu Thr Thr Leu Thr Phe His Val Val Asn He 

195 200 205 

Trp Leu Ser Val Glu Asp His Ser Gly Tyr Asn Phe Pro Trp Ser Thr 

210 215 220 

His Arg Leu Val Pro Phe Gly Trp Tyr Gly Gly Val Val His His Asp 
225 230 235 240 

Leu His His Ser His Phe Asn Cys Asn Phe Ala Pro Tyr Phe Thr His 

245 250 255 

Trp Asp Lys He Leu Gly Thr Leu Arg Thr Ala Ser Val Pro Ala Arg 
260 265 270 



<210> 3 
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<211> 924 
<212> DNA 

<213> Homo sapience 
<400> 3 

atgcccgggc aagaactcag gacgctgaat ggctctcaga tgctcctggt gttgctggtg 60 

ctctcgtggc tgccgcatgg gggcgccctg tctctggccg aggcgagccg cgcaagtttc 120 

ccgggaccct cagagttgca ctccgaagac tccagattcc gagagttgcg gaaacgctac 180 

gaggacctgc taaccaggct gcgggccaac cagagctggg aagattcgaa caccgacctc 240 

gtcccggccc ctgcagtccg gatactcacg ccagaagtgc ggctgggatc cggcggccac 300 

ctgcacctgc gtatctctcg ggccgccctt cctgaggggc tccccgaggc ctcccgcctt 360 

caccgggctc tgttccggct gtccccgacg gcgtcaaggt cgtgggacgt gacacgaccg 420 

ctgcggcgtc agctcagcct tgcaagaccc caggcgcccg cgctgcacct gcgactgtcg 480 

ccgccgccgt cgcagtcgga ccaactgctg gcagaatctt cgtccgcacg gccccagctg 540 

gagttgcact tgcggccgca agccgccagg gggcgccgca gagcgcgtgc gcgcaacggg 600 

gaccactgtc cgctcgggcc cgggcgttgc tgccgtctgc acacggtccg cgcgtcgctg 660 

gaagacctgg gctgggccga ttgggtgctg tcgccacggg aggtgcaagt gaccatgtgc 720 

atcggcgcgt gcccgagcca gttccgggcg gcaaacatgc acgcgcagat caagacgagc 780 

ctgcaccgcc tgaagcccga cacggtgcca gcgccctgct gcgtgcccgc cagctacaat 840 

cccatggtgc tcattcaaaa gaccgacacc ggggtgtcgc tccagaccta tgatgacttg 900 

ttagccaaag actgccactg cata 924 

<210> 4 
<211> 308 
<212> PRT 

<213> Homo sapience 
<400> 4 

Met Pro Gly Gin Glu Leu Arg Thr Leu Asn Gly Ser Gin Met Leu Leu 

5 10 15 

Val Leu Leu Val Leu Ser Trp Leu Pro His Gly Gly Ala Leu Ser Leu 

20 25 30 

Ala Glu Ala Ser Arg Ala Ser Phe Pro Gly Pro Ser Glu Leu His Ser 

35 40 ' 45 

Glu Asp Ser Arg Phe Arg Glu Leu Arg Lys Arg Tyr Glu Asp Leu Leu 

50 55 60 

Thr Arg Leu Arg Ala Asn Gin Ser Trp Glu Asp Ser Asn Thr Asp Leu 
65 70 75 80 
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Val Pro Ala Pro Ala 
85 

Ser Gly Gly His Leu 
100 

Glu Ala 



Gly Leu Pro 
115 

Pro Thr Ala 

130 
Leu Ser Leu 
145 

Pro Pro Pro 



Ser Arg 
Ala Arg 



Ser Gin 
165 

Arg Pro Gin Leu Glu 
180 

Arg Ala 



Arg Arg Ala 
195 

Arg Cys Cys 

210 
Trp Ala Asp 
225 

He Gly Ala 



Arg Leu 
Trp Val 



Cys Pro 
245 

He Lys Thr Ser Leu 
260 

Pro Ala 



Cys Cys Val 
275 

Asp Thr Gly 

290 
Cys His Cys 
305 



Val Ser 
He 



Val Arg He Leu Thr Pro Glu Val Arg Leu Gly 

90 95 
His Leu Arg He Ser Arg Ala Ala Leu Pro Glu 

105 110 
Ser Arg Leu His Arg Ala Leu Phe Arg Leu Ser 

120 125 
Ser Trp Asp Val Thr Arg Pro Leu Arg Arg Gin 

135 140 
Pro Gin Ala Pro Ala Leu His Leu Arg Leu Ser 
150 155 160 

Ser Asp Gin Leu Leu Ala Glu Ser Ser Ser Ala 

170 175 
Leu His Leu Arg Pro Gin Ala Ala Arg Gly Arg 

185 190 
Arg Asn Gly Asp His Cys Pro Leu Gly Pro Gly 

200 205 
His Thr Val Arg Ala Ser Leu Glu Asp Leu Gly 

215 220 
Leu Ser Pro Arg Glu Val Gin Val Thr Met Cys 
230 235 240 

Ser Gin Phe Arg Ala Ala Asn Met His Ala Gin 

250 255 
His Arg Leu Lys Pro Asp Thr Val Pro Ala Pro 

265 270 
Ser Tyr Asn Pro Met Val Leu He Gin Lys Thr 

280 285 
Leu Gin Thr Tyr Asp Asp Leu Leu Ala Lys Asp 
295 300 



<210> 5 
<211> 621 
<212> DNA 

<213> Homo sapience 



<400> 5 

atggctggac ctgccaccca gagccccatg aagctgatgg ccctgcagct gctgctgtgg 60 
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cacagtgcac tctggacagt gcaggaagcc acccccctgg gccctgccag ctccctgccc 120 

cagagcttcc tgctcaagtg cttagagcaa gtgaggaaga tccagggcga tggcgcagcg 180 

ctccaggaga agctggtgag tgagtgtgcc acctacaagc tgtgccaccc cgaggagctg 240 

gtgctgctcg gacactctct gggcatcccc tgggctcccc tgagcagctg ccccagccag 300 

gccctgcagc tggcaggctg cttgagccaa ctccatagcg gccttttcct ctaccagggg 360 

ctcctgcagg ccctggaagg gatctccccc gagttgggtc ccaccttgga cacactgcag 420 

ctggacgtcg ccgactttgc caccaccatc tggcagcaga tggaagaact gggaatggcc 480 

cctgccctgc agcccaccca gggtgccatg ccggccttcg cctctgcttt ccagcgccgg 540 

gcaggagggg tcctggttgc ctcccatctg cagagcttcc tggaggtgtc gtaccgcgtt 600 

ctacgccacc ttgcccagcc c 621 



<210> 6 
<211> 207 
<212> PRT 

<213> Homo sapience 
<400> 6 

Met Ala Gly Pro Ala Thr Gin Ser Pro Met Lys Leu Met Ala Leu Gin 

5 10 15 

Leu Leu Leu Trp His Ser Ala Leu Trp Thr Val Gin Glu Ala Thr Pro 

20 25 30 

Leu Gly Pro Ala Ser Ser Leu Pro Gin Ser Phe Leu Leu Lys Cys Leu 

35 40 45 

Glu Gin Val Arg Lys He Gin Gly Asp Gly Ala Ala Leu Gin Glu Lys 

50 55 60 

Leu Val Ser Glu Cys Ala Thr Tyr Lys Leu Cys His Pro Glu Glu Leu 
65 70 75 80 

Val Leu Leu Gly His Ser Leu Gly He Pro Trp Ala Pro Leu Ser Ser 

85 90 95 

Cys Pro Ser Gin Ala Leu Gin Leu Ala Gly Cys Leu Ser Gin Leu His 

100 105 110 

Ser Gly Leu Phe Leu Tyr Gin Gly Leu Leu Gin Ala Leu Glu Gly He 

115 120 125 

Ser Pro Glu Leu Gly Pro Thr Leu Asp Thr Leu Gin Leu Asp Val Ala 

130 135 140 

Asp Phe Ala Thr Thr He Trp Gin Gin Met Glu Glu Leu Gly Met Ala 
145 150 155 160 

Pro Ala Leu Gin Pro Thr Gin Gly Ala Met Pro Ala Phe Ala Ser Ala 



WO 2005/092383 



6/78 



PCT/JP2005/006444 



165 

Phe Gin Arg Arg Ala Gly Gly Val 
180 

Phe Leu Glu Val Ser Tyr Arg Val 
195 200 



170 175 
Leu Val Ala Ser His Leu Gin Ser 
185 190 
Leu Arg His Leu Ala Gin Pro 
205 



<210> 7 
<211> 696 
<212> DNA 

<213> Homo sapience 



<400> 7 



atgaaggaga 


gacgggcccc 


ccagccagtc 


gtggccagat 


gtaagctcgt 


tctggtcggg 


60 


gacgtgcagt 


gtgggaagac 


cgcgatgttg 


caagtgttag 


cgaaggattg 


ctatccagag 


120 


acctatgtgc 


ccaccgtgtt 


cgaaaattac 


acagcctgtt 


tggagacaga 


ggaacagagg 


180 


gtggagctta 


gtctctggga 


tacctcagga 


tctccctact 


acgataatgt 


ccgtccactc 


240 


tgctacagcg 


actcggatgc 


agtattacta 


tgttttgaca 


tcagccgtcc 


agagacagtg 


300 


gacagcgcac 


tcaagaagtg 


gaggacagaa 


atcctagatt 


attgtcccag 


cacccgcgtt 


360 


ttgctcattg 


gctgcaagac 


agacctgcga 


acagacctga 


gtactctgat 


ggagctgtcc 


420 


caccagaagc 


aggcgcccat 


ctcctatgag 


cagggttgtg 


caatagcaaa 


gcagctgggt 


480 


gcagaaatct 


acctggaagg 


ctcagctttc 


acctcagaaa 


agagcatcca 


cagcatcttt 


540 


cggacggcat 


ccatgctgtg 


tctgaacaag 


cctagcccac 


tgccccagaa 


gagccctgtc 


600 


cgaagcctct 


ccaaacgact 


gctccacctc 


cccagtcgct 


ctgaactcat 


ctcttctacc 


660 


ttcaagaagg 


aaaaggccaa 


aagctgttcc 


attatg 






696 



<210> 8 

<211> 232 

<212> PRT 

<213> Homo sapience 



<400> 8 

Met Lys Glu Arg Arg Ala Pro Gin Pro Val Val Ala Arg Cys Lys Leu 

5 10 15 

Val Leu Val Gly Asp Val Gin Cys Gly Lys Thr Ala Met Leu Gin Val 

20 25 30 

Leu Ala Lys Asp Cys Tyr Pro Glu Thr Tyr Val Pro Thr Val Phe Glu 

35 40 45 

Asn Tyr Thr Ala Cys Leu Glu Thr Glu Glu Gin Arg Val Glu Leu Ser 
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50 55 60 

Leu Trp Asp Thr Ser Gly Ser Pro Tyr Tyr Asp Asn Val Arg Pro Leu 
65 70 75 80 

Cys Tyr Ser Asp Ser Asp Ala Val Leu Leu Cys Phe Asp He Ser Arg 

85 90 95 

Pro Glu Thr Val Asp Ser Ala Leu Lys Lys Trp Arg Thr Glu He Leu 

100 105 110 

Asp Tyr Cys Pro Ser Thr Arg Val Leu Leu He Gly Cys Lys Thr Asp 

115 120 125 

Leu Arg Thr Asp Leu Ser Thr Leu Met Glu Leu Ser His Gin Lys Gin 

130 135 140 

Ala Pro He Ser Tyr Glu Gin Gly Cys Ala He Ala Lys Gin Leu Gly 
145 150 155 160 

Ala Glu He Tyr Leu Glu Gly Ser Ala Phe Thr Ser Glu Lys Ser He 

165 170 175 

His Ser lie Phe Arg Thr Ala Ser Met Leu Cys Leu Asn Lys Pro Ser 

180 185 190 

Pro Leu Pro Gin Lys Ser Pro Val Arg Ser Leu Ser Lys Arg Leu Leu 

195 200 205 

His Leu Pro Ser Arg Ser Glu Leu He Ser Ser Thr Phe Lys Lys Glu 

210 215 220 

Lys Ala Lys Ser Cys Ser He Met 
225 . 230 

<210> 9 
<211> 744 
<212> DNA 

<213> Homo sapience 



<400> 9 



atggagagag ccagtctgat 


ccagaaggcc 


aagctggcag 


agcaggccga 


acgctatgag 


60 


gacatggcag ccttcatgaa 


aggcgccgtg 


gagaagggcg 


aggagctctc 


ctgcgaagag 


120 


cgaaacctgc tctcagtagc 


ctataagaac 


gtggtgggcg 


gccagagggc 


tgcctggagg 


180 


gtgctgtcca gtattgagca 


gaaaagcaac 


gaggagggct 


cggaggagaa 


ggggcccgag 


240 


gtgcgtgagt accgggagaa 


ggtggagact 


gagctccagg 


gcgtgtgcga 


caccgtgctg 


300 


ggcctgctgg acagccacct 


catcaaggag 


gccggggacg 


ccgagagccg ggtcttctac 


360 


ctgaagatga agggtgacta 


ctaccgctac 


ctggccgagg 


tggccaccgg 


tgacgacaag 


420 


aagcgcatca ttgactcagc 


ccggtcagcc 


taccaggagg 


ccatggacat 


cagcaagaag 


480 
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gagatgccgc ccaccaaccc catccgcctg ggcctggccc tgaacttttc cgtcttccac 540 

tacgagatcg ccaacagccc cgaggaggcc atctctctgg ccaagaccac tttcgacgag 600 

gccatggctg atctgcacac cctcagcgag gactcctaca aagacagcac cctcatcatg 660 

cagctgctgc gagacaacct gacactgtgg acggccgaca acgccgggga agaggggggc 720 

gaggctcccc aggagcccca gage 744 

<210> 10 
<211> 248 
<212> PRT 

<213> Homo sapience ^ 
<400> 10 

Met Glu Arg Ala Ser Leu He Gin Lys Ala Lys Leu Ala Glu Gin Ala 

5 10 15 

Glu Arg Tyr Glu Asp Met Ala Ala Phe Met Lys Gly Ala Val Glu Lys 

20 25 30 

Gly Glu Glu Leu Ser Cys Glu Glu Arg Asn Leu Leu Ser Val Ala Tyr 

35 40 45 

Lys Asn Val Val Gly Gly Gin Arg Ala Ala Trp Arg Val Leu Ser Ser 

50 55 60 

He Glu Gin Lys Ser Asn Glu Glu Gly Ser Glu Glu Lys Gly Pro Glu 
65 70 75 80 

Val Arg Glu Tyr Arg Glu Lys Val Glu Thr Glu Leu Gin Gly Val Cys 

85 90 95 

Asp Thr Val Leu Gly Leu Leu Asp Ser His Leu He Lys Glu Ala Gly 

100 105 110 

Asp Ala Glu Ser Arg Val Phe Tyr Leu Lys Met Lys Gly Asp Tyr Tyr 

115 120 125 

Arg Tyr Leu Ala Glu Val Ala Thr Gly Asp Asp Lys Lys Arg He He 

130 135 140 

Asp Ser Ala Arg Ser Ala Tyr Gin Glu Ala Met Asp He Ser Lys Lys 
145 • 150 155 160 

Glu Met Pro Pro Thr Asn Pro He Arg Leu Gly Leu Ala Leu Asn Phe 

165 170 175 

Ser Val Phe His Tyr Glu He Ala Asn Ser Pro Glu Glu Ala He Ser 

180 185 190 

Leu Ala Lys Thr Thr Phe Asp Glu Ala Met Ala Asp Leu His Thr Leu 
195 200 205 
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Ser Glu Asp Ser Tyr Lys Asp Ser Thr Leu He Met Gin Leu Leu Arg 

210 215 220 

Asp Asn Leu Thr Leu Trp Thr Ala Asp Asn Ala Gly Glu Glu Gly Gly 
225 230 235 240 

Glu Ala Pro Gin Glu Pro Gin Ser 
245 



<210> 11 
<211> 819 
<212> DNA 

<213> Homo sapience 



<400> 11 






atgggtcaga 


aggtcactgg 


agggatcaag 


cccctgaagc 


aggagctcca 


gggtctggat 


ctggacatgc 


cccctgtgtc 


ctatgatgtc 


cgatcgctca 


atgtctttgt 


gaaggaggac 


gcccagagca 


cggacgctat 


caggggcaaa 


cagatcacgt 


gggccatgag 


acagcggggc 


gacgcccccc 


tgcactctgt 


cgggtacaca 


ggctgggact 


tggggcgcaa 


ccggctctac 


tacccagcct 


ttctggaacc 


agatgagaca 


ctggacatgg 


acgacgggac 


tctgagcttc 


tttcggggac 


tcaagggcaa 


aaaactgtat 


gagatccgaa 


tgcgctactt 


gaacggactc 


tgccgtcgct 


cggtgcgcct 


ggccctgggg 


ccgctgccgg 


cttccctcaa 


ggcctacctc 



actgtggaca tgagggaccc cacgtacagg 60 

tactgcaagc ccacccggct ggatctgcta 120 

cagctgctgc attcatggaa caacaacgac 180 

gacaagctca tctttcaccg gcatccggtg 240 

gtcgggtata cccgtgggct gcacgtgtgg 300 

acacacgccg tggtgggggt ggcgacggca 360 

accctcgtgg ggaataacca cgagtcctgg 420 

cacgatggca agaaccagcc aagcaaaaca 480 

ttcattgtcc ctgactcctt cctggtagcc 540 

attgtggatg gacagtacat gggagtggct 600 

cctgtagtga gtgccgtctg gggccactgt 660 

gatcccgagc cgctgccgct catggatttg 720 

agggagcgcc tgggggagat ccacacgctg 780 

ctctaccag 819 



<210> 12 

<211> 273 

<212> PRT 

<213> Homo sapience 



<400> 12 

Met Gly Gin Lys Val Thr Gly Gly He Lys Thr Val Asp Met Arg Asp 

5 10 15 

Pro Thr Tyr Arg Pro Leu Lys Gin Glu Leu Gin Gly Leu Asp Tyr Cys 
20 25 30 
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Lys Pro Thr Arg Leu Asp Leu Leu Leu Asp Met Pro Pro Val Ser Tyr 

35 40 45 

Asp Val Gin Leu Leu His Ser Trp Asn Asn Asn Asp Arg Ser Leu Asn 

50 55 60 

Val Phe Val Lys Glu Asp Asp Lys Leu He Phe His Arg His Pro Val 
65 70 75 80 

Ala Gin Ser Thr Asp Ala He Arg Gly Lys Val Gly Tyr Thr Arg Gly 

85 90 95 

Leu His Val Trp Gin He Thr Trp Ala Met Arg Gin Arg Gly Thr His 

100 105 110 

Ala Val Val Gly Val Ala Thr Ala Asp Ala Pro Leu His Ser Val Gly 

115 120 125 

Tyr Thr Thr Leu Val Gly Asn Asn His Glu Ser Trp Gly Trp Asp Leu 

130 135 140 

Gly Arg Asn Arg Leu Tyr His Asp Gly Lys Asn Gin Pro Ser Lys Thr 
145 150 155 160 

Tyr Pro Ala Phe Leu Glu Pro Asp Glu Thr Phe He Val Pro Asp Ser 

165 170 175 

Phe Leu Val Ala Leu Asp Met Asp Asp Gly Thr Leu Ser Phe He Val 

180 185 190 

Asp Gly Gin Tyr Met Gly Val Ala Phe Arg Gly Leu Lys Gly Lys Lys 

195 200 205 

Leu Tyr Pro Val Val Ser Ala Val Trp Gly His Cys Glu He Arg Met 

210 215 220 

Arg Tyr Leu Asn Gly Leu Asp Pro Glu Pro Leu Pro Leu Met Asp Leu 
225 230 235 240 

Cys Arg Arg Ser Val Arg Leu Ala Leu Gly Arg Glu Arg Leu Gly Glu 

245 250 255 

He His Thr Leu Pro Leu Pro Ala Ser Leu Lys Ala Tyr Leu Leu Tyr 
260 265 270 

Gin 



<210> 13 
<211> 2370 
<212> DNA 

<213> Homo sapience 



<400> 13 
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atggctgaac aagtccttcc tcaggctttg 
atacgggaga gaactccaga agacattttt 
aaaaccatgc accgatacac actggaaatg 
cgggagatca tccacaaagc cctcatcgac 
aagaaactca actggtgtcg agaagtccgg 
ggcaattgcc tcatgcatgc cacttctcag 
gtactgagga aggcgctgtt cagcacgctc 
cgctggcaac tggagtctct caaatctcag 
actcggaact ggaatgatga atgggacaat 
atggcccgaa gtggacttca gtacaactca 
aacatcctca gaaggccaat cattgtcatt 
ggttccaatt tcgccccttt gaaagtgggt 
caggaatgct acagataccc cattgttctc 
gtgaccctga aggacagtgg gcctgaaatc 
ggaagatttg aagacttaaa agttcacttt 
aagctcttaa aagagtactt aatggtgata 
acaactcatc tcatcaatgc cgcaaagttg 
ctggtagatg attactttga acttgttcag 
gagcagggga ggagagaggg gcacgcccag 
tctctcatgg atgtaaaatg tgaaacgccc 
cagcctttat gccatgagtg ctcagagagg 
ctgaactcca agccgggccc tgaggggctc 
gaagcctatg agcccttggc gtggaaccct 
ccaccgacag cacccagccc ttttctgttc 
cccggctgcc ccttcacact gaatgtgcag 
gcccggcaac ttcacgccag ccacgcccca 
tgccaagcct gcctccagga tgttaccagg 
aaaaggacta cagcagaggc ctcctccagc 
cagcgttcca agtcagatcc ctcgcggctc 
agagctggaa acgacgcccc tgctggctgc 
aggacgggga cgagcaagtg cagaaaagcc 
aagggctttt gcacactgtg tttcatcgag 
tcagggaaag tcagtcccac agcgtccagg 
gaatgcggca cccttggaag caccatgttt 
gctcagaatc agagatttca tgaggccaaa 
cgcagagatg tgcctcgaac cacacaaagc 
tgcaagaaca tcctggcctg ccgcagcgag 
cagaggatgg gccctggggc ccaccggggt 



tatttgagca 


atatgcggaa 


agctgtgaag 


60 


aaacctacta 


atgggatcat 


tcatcatttt 


120 


ttcagaactt 


gccagttttg 


tcctcagttt 


180 


agaaacatcc 


aggccaccct 


ggaaagccag 


240 


aagcttgtgg 


cgctgaaaac 


gaacggtgac 


300 


tacatgtggg 


gcgttcagga 


cacagacttg 


360 


aaggaaacag 


acacacgcaa 


ctttaaattc 


420 


gaatttgttg 


aaacggggct 


ttgctatgat 


480 


cttatcaaaa 


tggcttccac 


agacacaccc 


540 


ctggaagaaa 


tacacatatt 


tgtcctttgc 


600 


tcagacaaaa 


tgctaagaag 


tttggaatca 


660 


ggaatttact 


tgcctctcca 


ctggcctgcc 


720 


ggctatgaca 


gccatcattt 


tgtacccttg 


780 


cgagctgttc 


cacttgttaa 


cagagaccgg 


840 


ttgacagatc 


ctgaaaatga 


gatgaaggag 


900 


gaaatccccg 


tccaaggctg 


ggaccatggc 


960 


gatgaagcta 


acttaccaaa 


agaaatcaat 


1020 


catgagtaca 


agaaatggca 


ggaaaacagc 


1080 


aatcccatgg 


aaccttccgt 


gccccagctt 


1140 


aactgcccct 


tcttcatgtc 


tgtgaacacc 


1200 


cggcaaaaga 


atcaaaacaa 


actcccaaag 


1260 


cctggcatgg 


cgctcggggc 


ctctcgggga 


1320 


gaggagtcca 


ctggggggcc 


tcattcggcc 


1380 


agtgagacca 


ctgccatgaa 


gtgcaggagc 


1440 


cacaacggat 


tttgtgaacg 


ttgccacaac 


1500 


gaccacacaa 


ggcacttgga 


tcccgggaag 


1560 


acatttaatg 


ggatctgcag 


tacttgcttc 


1620 


ctcagcacca 


gcctccctcc 


ttcctgtcac 


1680 


gtccggagcc 


cctccccgca 


ttcttgccac 


1740 


ctgtctcaag 


ctgcacggac 


tcctggggac 


1800 


ggctgcgtgt 


attttgggac 


tccagaaaac 


1860 


tacagagaaa 


acaaacattt 


tgctgctgcc 


1920 


ttccagaaca 


ccattccgtg 


cctggggagg 


1980 


gaaggatact 


gccagaagtg 


tttcattgaa 


2040 


aggacagaag 


agcaactgag 


atcgagccag 


2100 


acctcaaggc 


ccaagtgcgc 


ccgggcctcc 


2160 


gagctctgca 


tggagtgtca 


gcatcccaac 


2220 


gagcctgccc 


ccgaagaccc 


ccccaagcag 


2280 
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cgttgccggg cccccgcctg tgatcatttt ggcaatgcca agtgcaacgg ctactgcaac 2340 
gaatgctttc agttcaagca gatgtatggc 2370 

<210> 14 
<211> 790 
<212> PRT 

<213> Homo sapience 
<400> 14 

Met Ala Glu Gin Val Leu Pro Gin Ala Leu Tyr Leu Ser Asn Met Arg 

5 10 15 

Lys Ala Val Lys He Arg Glu Arg Thr Pro Glu Asp He Phe Lys Pro 

20 25 30 

Thr Asn Gly He He His His Phe Lys Thr Met His Arg Tyr Thr Leu 

35 40 45 

Glu Met Phe Arg Thr Cys Gin Phe Cys Pro Gin Phe Arg Glu He He 

50 55 60 

His Lys Ala Leu He Asp Arg Asn He Gin Ala Thr Leu Glu Ser Gin 
65 70 75 80 

Lys Lys Leu Asn Trp Cys Arg Glu Val Arg Lys Leu Val Ala Leu Lys 

85 90 95 

Thr Asn Gly Asp Gly Asn Cys Leu Met His Ala Thr Ser Gin Tyr Met 

100 105 110 

Trp Gly Val Gin Asp Thr Asp Leu Val Leu Arg Lys Ala Leu Phe Ser 

115 120 125 

Thr Leu Lys Glu Thr Asp Thr Arg Asn Phe Lys Phe Arg Trp Gin Leu 

130 135 140 

Glu Ser Leu Lys Ser Gin Glu Phe Val Glu Thr Gly Leu Cys Tyr Asp 
145 150 155 160 

Thr Arg Asn Trp Asn Asp Glu Trp Asp Asn Leu He Lys Met Ala Ser 

165 170 175 

Thr Asp Thr Pro Met Ala Arg Ser Gly Leu Gin Tyr Asn Ser Leu Glu 

180 185 190 

Glu He His He Phe Val Leu Cys Asn He Leu Arg Arg Pro He He 

195 200 205 

Val He Ser Asp Lys Met Leu Arg Ser Leu Glu Ser Gly Ser Asn Phe 

210 215 220 

Ala Pro Leu Lys Val Gly Gly He Tyr Leu Pro Leu His Trp Pro Ala 
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225 230 235 240 

Gin Glu Cys Tyr Arg Tyr Pro He Val Leu Gly Tyr Asp Ser His His 

245 250 255 

Phe Val Pro Leu Val Thr Leu Lys Asp Ser Gly Pro Glu He Arg Ala 

260 265 270 

Val Pro Leu Val Asn Arg Asp Arg Gly Arg Phe Glu Asp Leu Lys Val 

275 280 285 

His Phe Leu Thr Asp Pro Glu Asn Glu Met Lys Glu Lys Leu Leu Lys 

290 295 300 

Glu Tyr Leu Met Val He Glu He Pro Val Gin Gly Trp Asp His Gly 
305 310 315 320 

Thr Thr His Leu He Asn Ala Ala Lys Leu Asp Glu Ala Asn Leu Pro 

325 330 335 

Lys Glu He Asn Leu Val Asp Asp Tyr Phe Glu Leu Val Gin His Glu 

340 345 350 

Tyr Lys Lys Trp Gin Glu Asn Ser Glu Gin Gly Arg Arg Glu Gly His 

355 360 365 

Ala Gin Asn Pro Met Glu Pro Ser Val Pro Gin Leu Ser Leu Met Asp 

370 375 380 

Val Lys Cys Glu Thr Pro Asn Cys Pro Phe Phe Met Ser Val Asn Thr 
385 390 395 400 

Gin Pro Leu Cys His Glu Cys Ser Glu Arg Arg Gin Lys Asn Gin Asn 

405 410 415 

Lys Leu Pro Lys Leu Asn Ser Lys Pro Gly Pro Glu Gly Leu Pro Gly 

420 425 430 

Met Ala Leu Gly Ala Ser Arg Gly Glu Ala Tyr Glu Pro Leu Ala Trp 

435 440 445 

Asn Pro Glu Glu Ser Thr Gly Gly Pro His Ser Ala Pro Pro Thr Ala 

450 455 460 

Pro Ser Pro Phe Leu Phe Ser Glu Thr Thr Ala Met Lys Cys Arg Ser 
465 470 475 480 

Pro Gly Cys Pro Phe Thr Leu Asn Val Gin His Asn Gly Phe Cys Glu 

485 490 495 

Arg Cys His Asn Ala Arg Gin Leu His Ala Ser His Ala Pro Asp His 

500 505 510 

Thr Arg His Leu Asp Pro Gly Lys Cys Gin Ala Cys Leu Gin Asp Val 

515 520 525 

Thr Arg Thr Phe Asn Gly He Cys Ser Thr Cys Phe Lys Arg Thr Thr 
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530 535 540 

Ala Glu Ala Ser Ser Ser Leu Ser Thr Ser Leu Pro Pro Ser Cys His 
545 550 555 560 

Gin Arg Ser Lys Ser Asp Pro Ser Arg Leu Val Arg Ser Pro Ser Pro 

565 570 575 

His Ser Cys His Arg Ala Gly Asn Asp Ala Pro Ala Gly Cys Leu Ser 

580 585 590 

Gin Ala Ala Arg Thr Pro Gly Asp Arg Thr Gly Thr Ser Lys Cys Arg 

595 600 605 

Lys Ala Gly Cys Val Tyr Phe Gly Thr Pro Glu Asn Lys Gly Phe Cys 

610 615 620 

Thr Leu Cys Phe He Glu Tyr Arg Glu Asn Lys His Phe Ala Ala Ala 
625 630 635 640 

Ser Gly Lys Val Ser Pro Thr Ala Ser Arg Phe Gin Asn Thr He Pro 

645 650 655 

Cys Leu Gly Arg Glu Cys Gly Thr Leu Gly Ser Thr Met Phe Glu Gly 

660 665 670 

Tyr Cys Gin Lys Cys Phe He Glu Ala Gin Asn Gin Arg Phe His Glu 

675 680 685 

Ala Lys Arg Thr Glu Glu Gin Leu Arg Ser Ser Gin Arg Arg Asp Val 

690 695 700 

Pro Arg Thr Thr Gin Ser Thr Ser Arg Pro Lys Cys Ala Arg Ala Ser 
705 . 710 715 720 

Cys Lys Asn He Leu Ala Cys Arg Ser Glu Glu Leu Cys Met Glu Cys 

725 730 735 

Gin His Pro Asn Gin Arg Met Gly Pro Gly Ala His Arg Gly Glu Pro 

740 745 750 

Ala Pro Glu Asp Pro Pro Lys Gin Arg Cys Arg Ala Pro Ala Cys Asp 

755 760 765 

His Phe Gly Asn Ala Lys Cys Asn Gly Tyr Cys Asn Glu Cys Phe Gin 

770 775 780 

Phe Lys Gin Met Tyr Gly 
785 790 



<210> 15 
<211> 831 
<212> DNA 

<213> Homo sapience 
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<400> 15 



atgatcatct 


taatttactt 


atttctcttg ctatgggaag 


acactcaagg 


atggggattc 


60 


aaggatggaa 


tttttcataa 


ctccatatgg cttgaacgag 


cagccggtgt 


gtaccacaga 


120 


gaagcacggt 


ctggcaaata 


caagctcacc tacgcagaag 


ctaaggcggt 


gtgtgaattt 


180 


gaaggcggcc 


atctcgcaac 


ttacaagcag ctagaggcag 


ccagaaaaat 


tggatttcat 


240 


gtctgtgctg 


ctggatggat 


ggctaagggc agagttggat 


accccattgt 


gaagccaggg 


300 


cccaactgtg 


gatttggaaa 


aactggcatt attgattatg 


gaatccgtct 


caataggagt 


360 


gaaagatggg 


atgcctattg 


ctacaaccca cacgcaaagg 


agtgtggtgg 


cgtctttaca 


420 


gatccaaagc 


aaatttttaa 


atctccaggc ttcccaaatg 


agtacgaaga 


taaccaaatc 


480 


tgctactggc 


acattagact 


caagtatggt cagcgtattc 


acctgagttt 


tttagatttt 


540 


gaccttgaag 


atgacccagg 


ttgcttggct gattatgttg 


aaatatatga 


cagttacgat 


600 


gatgtccatg 


gctttgtggg 


aagatactgt ggagatgagc 


ttccagatga 


catcatcagt 


660 


acaggaaatg 


tcatgacctt 


gaagtttcta agtgatgctt 


cagtgacagc 


tggaggtttc 


720 


caaatcaaat 


atgttgcaat 


ggatcctgta tccaaatcca 


gtcaaggaaa 


aaatacaagt 


780 


actacttct'a 


ctggaaataa 


aaacttttta gctggaagat 


ttagccactt 


a 


831 



<210> 16 
<211> 277 
<212> PRT 

<213> Homo sapience 
<400> 16 

Met He He Leu He Tyr Leu Phe Leu Leu Leu Trp Glu Asp Thr Gin 

5 10 15 

Gly Trp Gly Phe Lys Asp Gly He Phe His Asn Ser He Trp Leu Glu 

20 25 30 

Arg Ala Ala Gly Val Tyr His Arg Glu Ala Arg Ser Gly Lys Tyr Lys 

35 40 45 

Leu Thr Tyr Ala Glu Ala Lys Ala Val Cys Glu Phe Glu Gly Gly His 

50 55 60 

Leu Ala Thr Tyr Lys Gin Leu Glu Ala Ala Arg Lys He Gly Phe His 
65 70 75 80 

Val Cys Ala Ala Gly Trp Met Ala Lys Gly Arg Val Gly Tyr Pro He 

85 90 95 

Val Lys Pro Gly Pro Asn Cys Gly Phe Gly Lys Thr Gly He He Asp 

100 105 110 

Tyr Gly He Arg Leu Asn Arg Ser Glu Arg Trp Asp Ala Tyr Cys Tyr 
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115 

Asn Pro His Ala Lys Glu Cys 
130 135 
He Phe Lys Ser Pro Gly Phe 
145 150 
Cys Tyr Trp His He Arg Leu 
165 

Phe Leu Asp Phe Asp Leu Glu 
180 

Val Glu He Tyr Asp Ser Tyr 
195 

Tyr Cys Gly Asp Glu Leu Pro 
210 215 
Met Thr Leu Lys Phe Leu Ser 
225 230 
Gin He Lys Tyr Val Ala Met 
245 

Lys Asn Thr Ser Thr Thr Ser 
260 

Arg Phe Ser His Leu 
275 



<210> 17 
<211> 468 
<212> DNA 



<213> Homo 


sapience 










<400> 17 












atgtgtcact 


ctcgcagctg 


ccacccgacc atgaccatcc 


tgcaggcccc 


gaccccggcc 


60 


ccctccacca 


tcccgggacc 


ccggcggggc tccggtcctg 


agatcttcac 


cttcgaccct 


120 


ctcccggagc 


ccgcagcggc 


ccctgccggg cgccccagcg 


cctctcgcgg 


gcaccgaaag 


180 


cgcagccgca 


gggttctcta 


ccctcgagtg gtccggcgcc 


agctgccagt 


cgaggaaccg 


240 


aacccagcca 


aaaggcttct 


ctttctgctg ctcaccatcg 


tcttctgcca gatcctgatg 


300 


gctgaagagg 


gtgtgccggc 


gcccctgcct ccagaggacg 


cccctaacgc 


cgcatccctg 


360 


gcgcccaccc 


ctgtgtcccc 


cgtcctcgag ccctttaatc 


tgacttcgga 


gccctcggac 


420 


tacgctctgg 


acctcagcac 


tttcctccag caacacccgg 


ccgccttc 




468 



<210> 18 



16/78 

120 125 
Gly Gly Val Phe Thr Asp Pro Lys Gin 
140 

Pro Asn Glu Tyr Glu Asp Asn Gin He 
155 160 
Lys Tyr Gly Gin Arg He His Leu Ser 

170 175 
Asp Asp Pro Gly Cys Leu Ala Asp Tyr 

185 190 
Asp Asp Val His Gly Phe Val Gly Arg 
200 205 
Asp Asp He He Ser Thr Gly Asn Val 
220 

Asp Ala Ser Val Thr Ala Gly Gly Phe 
235 240 
Asp Pro Val Ser Lys Ser Ser Gin Gly 

250 255 
Thr Gly Asn Lys Asn Phe Leu Ala Gly 
265 270 
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<211> 156 
<212> PRT 

<213> Homo sapience 



<400> 18 

Met Cys His Ser Arg Ser Cys His Pro Thr Met Thr He Leu Gin Ala 

5 10 15 

Pro Thr Pro Ala Pro Ser Thr He Pro Gly Pro Arg Arg Gly Ser Gly 

20 25 30 

Pro Glu He Phe Thr Phe Asp Pro Leu Pro Glu Pro Ala Ala Ala Pro 

35 40 45 

Ala Gly Arg Pro Ser Ala Ser Arg Gly His Arg Lys Arg Ser Arg Arg 

50 55 60 

Val Leu Tyr Pro Arg Val Val Arg Arg Gin Leu Pro Val Glu Glu Pro 
65 70 75 80 

Asn Pro Ala Lys Arg Leu Leu Phe Leu Leu Leu Thr He Val Phe Cys 

85 90 95 

Gin He Leu Met Ala Glu Glu Gly Val Pro Ala Pro Leu Pro Pro Glu 

100 105 110 

Asp Ala Pro Asn Ala Ala Ser Leu Ala Pro Thr Pro Val Ser Pro Val 

115 120 125 

Leu Glu Pro Phe Asn Leu Thr Ser Glu Pro Ser Asp Tyr Ala Leu Asp 

130 135 140 

Leu Ser Thr Phe Leu Gin Gin His Pro Ala Ala Phe 
145 150 155 



<210> 19 
<211> 495 
<212> DNA 

<213> Homo sapience 



<400> 19 

atgactttgg aggaattctc ggctggagag 
gatgccctgg aggaagtgct cagcaaagcc 
tacgaagcgg ccaagctgct caacgtcgac 
gcggacgagg acgacgacag agatgtggct 
ttttgctgcg agaacgacat caacatcctg 
ctcctgctct tggagaccga cgctggcccc 



cagaagaccg 


aaaggatgga 


taaggtgggg 


60 


ctgagtcagc 


gcacgatcac 


tgtcggggtg 


120 


cccgataacg 


tggtgttgtg 


cctgctggcg 


180 


ctgcagatcc 


acttcaccct 


gatccaggcg 


240 


cgcgtcagca 


acccgggccg 


gctggcggag 


300 


gcggcgagcg 


agggcgccga 


gcagcccccg 


360 
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gacctgcact gcgtgctggt gacgaatcca cattcatctc aatggaagga tcctgcctta 420 

agtcaactta tttgtttttg ccgggaaagt cgctacatgg atcaatgggt tccagtgatt 480 
aatctccctg aacgg 495 



<210> 20 
<211> 165 
<212> PRT 

<213> Homo sapience 



<400> 20 

Met Thr Leu Glu Glu Phe Ser Ala Gly Glu Gin Lys Thr Glu Arg Met 

5 10 15 

Asp Lys Val Gly Asp Ala Leu Glu Glu Val Leu Ser Lys Ala Leu Ser 

20 25 30 

Gin Arg Thr He Thr Val Gly Val Tyr Glu Ala Ala Lys Leu Leu Asn 

"35 40 45 

Val Asp Pro Asp Asn Val Val Leu Cys Leu Leu Ala Ala Asp Glu Asp 

50 55 60 

Asp Asp Arg Asp Val Ala Leu Gin He His Phe Thr Leu He Gin Ala 
65 . 70 75 80 

Phe Cys Cys Glu Asn Asp He Asn He Leu Arg Val Ser Asn Pro Gly 

85 90 95 

Arg Leu Ala Glu Leu Leu Leu Leu Glu Thr Asp Ala Gly Pro Ala Ala 

100 105 110 

Ser Glu Gly Ala Glu Gin Pro Pro Asp Leu His Cys Val Leu Val Thr 

115 120 125 

Asn Pro His Ser Ser Gin Trp Lys Asp Pro Ala Leu Ser Gin Leu He 

130 135 140 

Cys Phe Cys Arg Glu Ser Arg Tyr Met Asp Gin Trp Val Pro Val He 
145 150 155 160 

Asn Leu Pro Glu Arg 
165 



<210> 21 

<211> 480 

<212> DNA 

<213> Homo sapience 
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<400> 21 

atgacgctgg aagagctcgt ggcgtgcgac aacgcggcgc agaagatgca gacggtgacc 60 

gccgcggtgg aggagctttt ggtggccgct cagcgccagg atcgcctcac agtgggggtg 120 

tacgagtcgg ccaagttgat gaatgtggac ccagacagcg tggtcctctg cctcttggcc 180 

attgacgagg aggaggagga tgacatcgcc ctgcaaatcc acttcacgct catccagtcc 240 

ttctgctgtg acaacgacat caacatcgtg cgggtgtcgg gcatgcagcg cctggcgcag 300 

ctcctgggag agccggccga gacccagggc accaccgagg cccgagacct gcattgtctc 360 

ctggtcacga accctcacac ggacgcctgg aagagccacg gcttggtgga ggtggccagc 420 

tactgcgaag aaagccgggg caacaaccag tgggtcccct acatctctct tcaggaacgc 480 

<210> 22 
<211> 160 
<212> PRT 

<213> Homo sapience 
<400> 22 ■ 

Met Thr Leu Glu Glu Leu Val Ala Cys Asp Asn Ala Ala Gin Lys Met 

5 10 15 

Gin Thr Val Thr Ala Ala Val Glu Glu Leu Leu Val Ala Ala Gin Arg 

20 25 30 

Gin Asp Arg Leu Thr Val Gly Val Tyr Glu Ser Ala Lys Leu Met Asn 

35 40 45 

Val Asp Pro Asp Ser Val Val Leu Cys Leu Leu Ala He Asp Glu Glu 

50 55 60 

Glu Glu Asp Asp He Ala Leu Gin He His Phe Thr Leu He Gin Ser 
65 70 75 80, 

Phe Cys Cys Asp Asn Asp He Asn He Val Arg Val Ser Gly Met Gin 

85 90 95 

Arg Leu Ala Gin Leu Leu Gly Glu Pro Ala Glu Thr Gin Gly Thr Thr 

100 105 110 

Glu Ala Arg Asp Leu His Cys Leu Leu Val Thr Asn Pro His Thr Asp 

115 120 125 

Ala Trp Lys Ser His Gly Leu Val Glu Val Ala Ser Tyr Cys Glu Glu 

130 135 140 

Ser Arg Gly Asn Asn Gin Trp Val Pro Tyr lie Ser Leu Gin Glu Arg 
145 150 155 160 



<210> 23 
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<211> 531 
<212> DNA 



<213> Homo 


sapience 










<400> 23 












atggaaatct 


gcagaggcct 


ccgcagtcac ctaatcactc 


tcctcctctt 


cctgttccat 


60 


tcagagacga 


tctgccgacc 


ctctgggaga aaatccagca 


agatgcaagc 


cttcagaatc 


120 


tgggatgtta 


accagaagac 


cttctatctg aggaacaacc 


aactagttgc 


tggatacttg 


180 


caaggaccaa 


atgtcaattt 


agaagaaaag atagatgtgg 


tacccattga gcctcatgct 


240 


ctgttcttgg 


gaatccatgg 


agggaagatg tgcctgtcct 


gtgtcaagtc 


tggtgatgag 


300 


accagactcc 


agctggaggc 


agttaacatc actgacctga 


gcgagaacag 


aaagcaggac 


360 


aagcgcttcg 


ccttcatccg 


ctcagacagc ggccccacca 


ccagttttga 


gtctgccgcc 


420 


tgccccggtt 


ggttcctctg 


cacagcgatg gaagctgacc 


agcccgtcag 


cctcaccaat 


480 


atgcctgacg 


aaggcgtcat 


ggtcaccaaa ttctacttcc 


aggaggacga 


g 


531 



<210> 24 ' 
<211> 177 
<212> PRT 

<213> Homo sapience 
<400> 24 

Met Glu He Cys Arg Gly Leu Arg Ser His Leu ile Thr Leu Leu Leu 

5 10 15 

Phe Leu Phe His Ser Glu Thr Ile Cys Arg Pro Ser Gly Arg Lys Ser 

20 25 30 

Ser Lys Met Gin Ala Phe Arg Ile Trp Asp Val Asn Gin Lys Thr Phe 

35 40 45 

Tyr Leu Arg Asn Asn Gin Leu Val Ala Gly Tyr Leu Gin Gly Pro Asn 

50 55 60 

Val Asn Leu Glu Glu Lys Ile Asp Val Val Pro Ile Glu Pro His Ala 
65 70 75 80 

Leu Phe Leu Gly Ile His Gly Gly Lys Met Cys Leu Ser Cys Val Lys 

85 90 95 

Ser Gly Asp Glu Thr Arg Leu Gin Leu Glu Ala Val Asn Ile Thr Asp 

100 105 110 

Leu Ser Glu Asn Arg Lys Gin Asp Lys Arg Phe Ala Phe Ile Arg Ser 

115 120 125 

Asp Ser Gly Pro Thr Thr Ser Phe Glu Ser Ala Ala Cys Pro Gly Trp 
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130 135 140 

Phe Leu Cys Thr Ala Met Glu Ala Asp Gin Pro Val Ser Leu Thr Asn 
145 150 155 160 

Met Pro Asp Glu Gly Val Met Val Thr Lys Phe Tyr Phe Gin Glu Asp 
165 170 175 

Glu 



<210> 25 
<211> 594 
<212> DNA 



<213> Homo 


sapience 










<400> 25 












atgaccctgc 


ggtgccttga 


gccctccggg 


aatggcgggg 


aagggacgcg gagccagtgg 


60 


gggaccgcgg 


ggtcggcgga 


ggagccatcc 


ccgcaggcgg 


cgcgtctggc gaaggccctg 


120 


cgggagctcg 


gtcagacagg 


atggtactgg 


ggaagtatga 


ctgttaatga agccaaagag 


180 


aaattaaaag 


aggcaccaga 


aggaactttc 


ttgattagag 


atagctcgca ttcagactac 


240 


ctactaacaa 


tatctgttaa 


aacatcagct 


ggaccaacta 


atcttcgaat cgaataccaa 


300 


gacggaaaat 


tcagattgga 


ctctatcata 


tgtgtcaaat 


ccaagcttaa acaatttgac 


360 


agtgtggttc 


atctgatcga 


ctactatgtt 


cagatgtgca 


aggataagcg gacaggtcca 


420 


gaagcccccc 


ggaacggcac 


tgttcacctt 


tatctgacca 


aaccgctcta cacgtcagca 


480 


ccatctctgc 


agcatctctg 


taggctcacc 


attaacaaat 


gtaccggtgc catctgggga 


540 


ctgcctttac 


caacaagact 


aaaagattac 


ttggaagaat 


ataaattcca ggta 


594 



<210> 26 

<211> 198 

<212> PRT 

<213> Homo sapience 



<400> 26 

Met Thr Leu Arg Cys Leu Glu Pro Ser Gly Asn Gly Gly Glu Gly Thr 

5 10 15 

Arg Ser Gin Trp Gly Thr Ala Gly Ser Ala Glu Glu Pro Ser Pro Gin 

20 25 30 

Ala Ala Arg Leu Ala Lys Ala Leu Arg Glu Leu Gly Gin Thr Gly Trp 

35 40 45 

Tyr Trp Gly Ser Met Thr Val Asn Glu Ala Lys Glu Lys Leu Lys Glu 
50 55 60 
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Ala Pro Glu Gly Thr Phe Leu He Arg Asp Ser Ser His Ser Asp Tyr 
65 70 75 80 

Leu Leu Thr He Ser Val Lys Thr Ser Ala Gly Pro Thr Asn Leu Arg 

85 90 95 

He Glu Tyr Gin Asp Gly Lys Phe Arg Leu Asp Ser He He Cys Val 

100 105 110 

Lys Ser Lys Leu Lys Gin Phe Asp Ser Val Val His Leu He Asp Tyr 

115 120 125 

Tyr Val Gin Met Cys Lys Asp Lys Arg Thr Gly Pro Glu Ala Pro Arg 

130 135 140 

Asn Gly Thr Val His Leu Tyr Leu Thr Lys Pro Leu Tyr Thr Ser Ala 
145 150 155 160 

Pro Ser Leu Gin His Leu Cys Arg Leu Thr He Asn Lys Cys Thr Gly 

165 170 175 

Ala He Trp Gly Leu Pro Leu Pro Thr Arg Leu Lys Asp Tyr Leu Glu 

180 185 190 

Glu Tyr Lys Phe Gin Val 
195 

<210> 27 
<211> 675 
<212> DNA 

<213> Homo sapience 



<400> 27 



atggtcaccc 


acagcaagtt 


tcccgccgcc gggatgagcc 


gccecctgga 


caccagcctg 


60 


cgcctcaaga 


ccttcagctc 


caagagcgag taccagctgg 


tggtgaacgc 


agtgcgcaag 


120 


ctgcaggaga 


gcggcttcta 


ctggagcgca gtgaccggcg 


gcgaggcgaa 


cctgctgctc 


180 


agtgccgagc 


ccgccggcac 


ctttctgatc cgcgacagct 


cggaccagcg 


ccacttcttc 


240 


acgctcagcg 


tcaagaccca 


gtctgggacc aagaacctgc 


gcatccagtg 


tgaggggggc 


300 


agcttctctc 


tgcagagcga 


tccccggagc acgcagcccg 


tgccccgctt 


cgactgcgtg 


360 


ctcaagctgg 


tgtaccacta 


catgccgccc cctggagccc 


cctccttccc 


ctcgccacct 


420 


actgaaccct 


cctccgaggt 


gcccgagcag ccgtctgccc 


agccactccc 


tgggagtccc 


480 


cccagaagag 


cctattacat 


ctactccggg ggcgagaaga 


tcccectggt 


gttgagccgg 


540 


cccctctcct 


ccaacgtggc 


cactcttcag catctctgtc 


ggaagaccgt 


caacggccac 


600 


ctggactcct 


atgagaaagt 


cacccagctg ccggggccca 


ttcgggagtt 


cctggaccag 


660 


tacgatgccc 


cgctt 








675 
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<210> 28 

<2U> 225 

<212> PRT 

<213> Homo sapience 



<400> 28 ■ 

Met Val Thr His Ser Lys Phe Pro Ala Ala Gly Met Ser Arg Pro Leu 

5 10 15 

Asp Thr Ser Leu Arg Leu Lys Thr Phe Ser Ser Lys Ser Glu Tyr Gin 

20 25 30 

Leu Val Val Asn Ala Val Arg Lys Leu Gin Glu Ser Gly Phe Tyr Trp 

35 40 45 

Ser Ala Val Thr Gly Gly Glu Ala Asn Leu Leu Leu Ser Ala Glu Pro 

50 55 60 

Ala Gly Thr Phe Leu He Arg Asp Ser Ser Asp Gin Arg His Phe Phe 
65 70 75 80 

Thr Leu Ser Val Lys Thr Gin Ser Gly Thr Lys Asn Leu Arg He Gin 

85 90 95 

Cys Glu Gly Gly Ser Phe Ser Leu Gin Ser Asp Pro Arg Ser Thr Gin 

100 105 110 

Pro Val Pro Arg Phe Asp Cys Val Leu Lys Leu Val Tyr His Tyr Met 

115 120 125 

Pro Pro Pro Gly Ala Pro Ser Phe Pro Ser Pro Pro Thr Glu Pro Ser 

130 135 140 

Ser Glu Val Pro Glu Gin Pro Ser Ala Gin Pro Leu Pro Gly Ser Pro 
145 150 155 160 

Pro Arg Arg Ala Tyr Tyr He Tyr Ser Gly Gly Glu Lys He Pro Leu 

165 170 . 175 

Val Leu Ser Arg Pro Leu Ser Ser Asn Val Ala Thr Leu Gin His Leu 

180 185 190 

Cys Arg Lys Thr Val Asn Gly His Leu Asp Ser Tyr Glu Lys Val Thr 

195 200 205 

Gin Leu Pro Gly Pro He Arg Glu Phe Leu Asp Gin Tyr Asp Ala Pro 
210 215 220 

Leu 
225 



<210> 29 
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<211> 1524 
<212> DNA 

<213> Homo sapience 
<400> 29 

atgaactgcc agcagctgtg gctgggcttc ctactcccca 
ctggggcttg cagaggtggc gcccgtggac tacctgtcac 
cctctagaag gatctaataa cttcaagcca gaagatatca 
caggaagcat ctgaacttcc agtctcaggt cagctggatg 
aggcagcctc gttgtggcct agaggatccc ttcaaccaga 
ctgggccgct ggagaaagaa gcacctgact ttccgcatct 
ccaccccaca cagcccgggc agccctgcgt caagccttcc 
cccttgacct tccaagaggt gcaggctggt gcggctgaca 
cgccaaagct cgtactgttc caatactttt gatgggcctg 
gacatcccag agctgggcag tgtgcacttc gacgaagacg 
taccgtgggg tgaacctgcg catcattgca gcccatgaag 
gggcactccc gatattccca ggccctcatg gccccagtct 
tttaagctgc acccagatga tgtggcaggg atccaggctc 
gtgataaggg atgaggaaga agaagagaca gagctgccca 
gaacccagtc ccatgccaga cccttgcagt agtgaactgg 
cgtgggaaga cctatgcttt caagggggac tatgtgtgga 
ggccccttgt tccgagtgtc tgccctttgg gaggggctcc 
gtctactcgc ctcgaacaca atggattcac ttctttaagg 
attaatttca agatgtctcc tggcttcccc aagaagctga 
gatgcagctc tctattggcc tctcaaccaa aaggtgttcc 
tggcagtggg acgagctagc ccgaactgac ttcagcagct 
ttgtttacgg gagtgccaaa ccagccctcg gctgctatga 
tacttcttca agggcaaagt ctactggcgc ctcaaccagc 
tatcccagaa atatttccca caactggatg cactgtcgtc 
ccatcaggtg ggaataccac tccctcaggt acgggcataa 
gccacagaaa ccacgtttga atac 

<210> 30 
<211> 508 
<212> PRT 

<213> Homo sapience 
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tgacagtctc aggccgggtc 


60 


aatatgggta 


cctacagaag 


120 


ccgaggctct gagagctttt 


180 


atgccacaag ggcccgcatg 


240 


agacccttaa atacctgttg 


300 


tgaacctgcc 


ctccaccctt 


360 


aggactggag caatgtggct 


420 


tccgcctctc 


cttccatggc 


480 


ggagagtcct 


ggcccatgcc 


540 


agttctggac 


tgaggggacc 


600 


tgggccatgc 


tctggggctt 


660 


acgagggcta 


ccggccccac 


720 


tctatggcaa 


gaagagtcca 


780 


ctgtgccccc 


agtgcccaca 


840 


atgccatgat 


gctggggccc 


900 


ctgtatcaga 


ttcaggaccg 


960 


ccggaaacct 


ggatgctgct 


1020 


gagacaaggt 


gtggcgctac 


1080 


atagggtaga acctaacctg 


1140 


tctttaaggg ctccgggtac 


1200 


accccaaacc 


aatcaagggt 


1260 


gttggcaaga tggccgagtc 


1320 


agcttcgagt agagaaaggc 


1380 


cccggactat 


agacactacc 


1440 


ccttggatac 


cactctctca 


1500 
1524 



<400> 30 
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Met Asn Cys Gin Gin Leu Trp Leu Gly Phe Leu Leu Pro Met Thr Val 

5 10 15 

Ser Gly Arg Val Leu Gly Leu Ala Glu Val Ala Pro Val Asp Tyr Leu 

20 25 30 

Ser Gin Tyr Gly Tyr Leu Gin Lys Pro Leu Glu Gly Ser Asn Asn Phe 

35 40 45 

Lys Pro Glu Asp He Thr Glu Ala Leu Arg Ala Phe Gin Glu Ala Ser 

50 55 60 

Glu Leu Pro Val Ser Gly Gin Leu Asp Asp Ala Thr Arg Ala Arg Met 
65 70 75 80 

Arg Gin Pro Arg Cys Gly Leu Glu Asp Pro Phe Asn Gin Lys Thr Leu 

85 90 95 

Lys Tyr Leu Leu Leu Gly Arg Trp Arg Lys Lys His Leu Thr Phe Arg 

100 • 105 110 

He Leu Asn Leu Pro Ser Thr Leu Pro Pro His Thr Ala Arg Ala Ala 

115 120 125 

Leu Arg Gin Ala Phe Gin Asp Trp Ser Asn Val Ala Pro Leu Thr Phe 

130 135 140 

Gin Glu Val Gin Ala Gly Ala Ala Asp He Arg Leu Ser Phe His Gly 
145 . 150 155 160 

Arg Gin Ser Ser Tyr Cys Ser Asn Thr Phe Asp Gly Pro Gly Arg Val 

165 170 175 

Leu Ala His Ala Asp He Pro Glu Leu Gly Ser Val His Phe Asp Glu 

180 185 190 

Asp Glu Phe Trp Thr Glu Gly Thr Tyr Arg Gly Val Asn Leu Arg He 

195 200 205 

He Ala Ala His Glu Val Gly His Ala Leu Gly Leu Gly His Ser Arg 

210 215 220 

Tyr Ser Gin Ala Leu Met Ala Pro Val Tyr Glu Gly Tyr Arg Pro His 
225 230 235 240 

Phe Lys Leu His Pro Asp Asp Val Ala Gly He Gin Ala Leu Tyr Gly 

245 250 255 

Lys Lys Ser Pro Val He Arg Asp Glu Glu Glu Glu Glu Thr Glu Leu 

260 265 270 

Pro Thr Val Pro Pro Val Pro Thr Glu Pro Ser Pro Met Pro Asp Pro 

275 280 285 

Cys Ser Ser Glu Leu Asp Ala Met Met Leu Gly Pro Arg Gly Lys Thr 
290 295 300 
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Tyr Ala Phe Lys Gly Asp Tyr Val Trp Thr Val Ser Asp Ser Gly Pro 
305 310 315 320 

Gly Pro Leu Phe Arg Val Ser Ala Leu Trp Glu Gly Leu Pro Gly Asn 

325 330 335 

Leu Asp Ala Ala Val Tyr Ser Pro Arg Thr Gin Trp He His Phe Phe 

340 345 350 

Lys Gly Asp Lys Val Trp Arg Tyr He Asn Phe Lys Met Ser Pro Gly 

355 360 365 

Phe Pro Lys Lys Leu Asn Arg Val Glu Pro Asn Leu Asp Ala Ala Leu 

370 375 380 

Tyr Trp Pro Leu Asn Gin Lys Val Phe Leu Phe Lys Gly Ser Gly Tyr 
385 390 395 400 

Trp Gin Trp Asp Glu Leu Ala Arg Thr Asp Phe Ser Ser Tyr Pro Lys 

405 410 415 

Pro He Lys Gly Leu Phe Thr Gly Val Pro Asn Gin Pro Ser Ala Ala 

420 425 430 

Met Ser Trp Gin Asp Gly Arg Val Tyr Phe Phe Lys Gly Lys Val Tyr 

435 440 445 

Trp Arg Leu Asn Gin Gin Leu Arg Val Glu Lys Gly Tyr Pro Arg Asn 

450 455 460 

He Ser His Asn Trp Met His Cys Arg Pro Arg Thr He Asp Thr Thr 
465 470 475 ' 480 

Pro Ser Gly Gly Asn Thr Thr Pro Ser Gly Thr Gly He Thr Leu Asp 

485 490 495 

Thr Thr Leu Ser Ala Thr Glu Thr Thr Phe Glu Tyr 
500 505 



<210> 31 

<211> 942 

<212> DNA 

<213> Homo sapience 



<400> 31 

atggggctgg aggcggcgcg cgagctggag 
ccgcgggagg cggaacgcac gctgctgctg 
cgccacgtgc gcgccgcgcg gccagtgcct 
ggccctcctg ccgccgttct cgcctgcctg 
gtccgcgggg agctggcgcg ggccgtggtg 



tgcgcggcgc 


tgggcacgct 


gctgcgggat 


60 


gactgccgcc 


ccttcctggc 


cttctgccgg 


120 


tggaacgcgc 


tgctgcggcg 


ccgcgcgcgc 


180 


ctgcccgacc 


gcgcgctgcg gacgcgcctg 


240 


ctggacgagg 


gcagtgcctc 


ggtggcggag 


300 
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ctccggcccg acagcccggc tcatgtgctg ctggccgcgc tgctgcacga gacccgcgcg 360 

gggcccactg ccgtgtactt cctgcgagga ggcttcgacg gcttccaggg ctgctgtccc 420 

gatctgtgct ctgaggcccc cgcccctgcg ctgccgccaa caggggacaa aaccagccgc 480 

tccgactcca gggctcctgt ctacgaccag ggtggccctg tggagatctt gccctacctg 540 

ttcctgggca gctgcagtca ctcgtcagac ctgcaggggc tgcaggcctg tggcatcaca 600 

gccgtcctca acgtgtccgc cagctgcccc aaccactttg agggcctttt ccgctacaag 660 

agtatccctg tggaggacaa ccagatggtg gagatcagtg cctggttcca ggaggccata 720 

ggcttcattg actgggtgaa gaacagcgga ggccgggtgc tggtgcactg ccaggcgggt 780 

atctcgcgct ctgccaccat ctgtctggca tacctcatgc agagtcgccg tgtgcggctg 840 

gacgaggcct ttgacttcgt taagcagcgc cggggggtca tctcccccaa cttcagtttc 900 

atggggcagc tgctgcagtt tgagacccag gtgctgtgtc ac 942 

<210> 32 
<211> 314 
<212> PRT 

<213> Homo sapience 
<400> 32 

Met Gly Leu Glu Ala Ala Arg Glu Leu Glu Cys Ala Ala Leu Gly Thr 

5 10 15 

Leu Leu Arg Asp Pro Arg Glu Ala Glu Arg Thr Leu Leu Leu Asp Cys 

20 25 30 

Arg Pro Phe Leu Ala Phe Cys Arg Arg His Val Arg Ala Ala Arg Pro 

35 40 45 

Val Pro Trp Asn Ala Leu Leu Arg Arg Arg Ala Arg Gly Pro Pro Ala 

50 55 60 

Ala Val Leu Ala Cys Leu Leu Pro Asp Arg Ala Leu Arg Thr Arg Leu 
65 70 75 80 

Val Arg Gly Glu Leu Ala Arg Ala Val Val Leu Asp Glu Gly Ser Ala 

85 90 95 

Ser Val Ala Glu Leu Arg Pro Asp Ser Pro Ala His Val Leu Leu Ala 

100 105 110 

Ala Leu Leu His Glu Thr Arg Ala Gly Pro Thr Ala Val Tyr Phe Leu 

115 120 125 

Arg Gly Gly Phe Asp Gly Phe Gin Gly Cys Cys Pro Asp Leu Cys Ser 

130 135 140 

Glu Ala Pro Ala Pro Ala Leu Pro Pro Thr Gly Asp Lys Thr Ser Arg 
145 150 155 160 
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Ser Asp Ser Arg Ala Pro Val Tyr Asp Gin Gly Gly Pro Val Glu He 

165 170 175 

Leu Pro Tyr Leu Phe Leu Gly Ser Cys Ser His Ser Ser Asp Leu Gin 

180 185 190 

Gly Leu Gin Ala Cys Gly He Thr Ala Val Leu Asn Val Ser Ala Ser 

195 200 205 

Cys Pro Asn His Phe Glu Gly Leu Phe Arg Tyr Lys Ser He Pro Val 

210 215 220 

Glu Asp Asn Gin Met Val Glu lie Ser Ala Trp Phe Gin Glu Ala He 
225 230 235 240 

Gly Phe He Asp Trp Val Lys Asn Ser Gly Gly Arg Val Leu Val His 

245 250 255 

Cys Gin Ala Gly He Ser Arg Ser Ala Thr He Cys Leu Ala Tyr Leu 

260 265 270 

Met Gin Ser Arg Arg Val Arg Leu Asp Glu Ala Phe Asp Phe Val Lys 

275 280 285 

Gin Arg Arg Gly Val He Ser Pro Asn Phe Ser Phe Met Gly Gin Leu 

290 295 300 

Leu Gin Phe Glu Thr Gin Val Leu Cys His 
305 . 310 



<210> 33 
<211> 1152 
<212> DNA 



<213> Homo 


sapience 










<400> 33 












atgaaggtca 


cgtcgctcga 


cgggcgccag ctgcgcaaga 


tgctccgcaa 


ggaggcggcg 


60 


gcgcgctgcg 


tggtgctcga 


ctgccggccc tatctggcct 


tcgctgcctc 


gaacgtgcgc 


120 


ggctcgctca 


acgtcaacct 


caactcggtg gtgctgcggc 


gggcccgggg 


cggcgcggtg 


180 


tcggcgcgct 


acgtgctgcc 


cgacgaggcg gcgcgcgcgc 


ggctcctgca 


ggagggcggc 


240 


ggcggcgtcg 


cggccgtggt 


ggtgctggac cagggcagcc 


gccactggca 


gaagctgcga 


300 


gaggagagcg 


ccgcgcgtgt 


cgtcctcacc tcgctactcg 


cttgcctacc 


cgccggcccg 


360 


cgggtctact 


tcctcaaagg 


gggatatgag actttctact 


cggaatatcc 


tgagtgttgc 


420 


gtggatgtaa 


aacccatttc 


acaagagaag attgagagtg 


agagagccct 


catcagccag 


480 


tgtggaaaac 


cagtggtaaa 


tgtcagctac aggccagctt 


atgaccaggg 


tggcccagtt 


540 


gaaatccttc 


ccttcctcta 


ccttggaagt gcctaccatg 


catccaagtg 


cgagttcctc 


600 


gccaacttgc 


acatcacagc 


cctgctgaat gtctcccgac 


ggacctccga 


ggcctgcatg 


660 
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acccacctac actacaaatg gatccctgtg gaagacagcc acacggctga cattagctcc 720 

cactttcaag aagcaataga cttcattgac tgtgtcaggg aaaagggagg caaggtcctg 780 

gtccactgtg aggctgggat ctcccgttca cccaccatct gcatggctta ccttatgaag 840 

accaagcagt tccgcctgaa ggaggccttc gattacatca agcagaggag gagcatggtc 900 

tcgcccaact ttggcttcat gggccagctc ctgcagtacg aatctgagat cctgccctcc 960 

acgcccaacc cccagcctcc ctcctgccaa ggggaggcag caggctcttc actgataggc 1020 

catttgcaga cactgagccc tgacatgcag ggtgcctact gcacattccc tgcctcggtg 1080 

ctggcaccgg tgcctaccca ctcaacagtc tcagagctca gcagaagccc tgtggcaacg 1140 

gccacatcct gc - 1152 

<210> 34 
<211> 384 
<212> PRT 

<213> Homo sapience 
<400> 34 ' 

Met Lys Val Thr Ser Leu Asp Gly Arg Gin Leu Arg Lys Met Leu Arg 

5 10 15 

Lys Glu Ala Ala Ala Arg Cys Val Val Leu Asp Cys Arg Pro Tyr Leu 

20 25 30 

Ala Phe Ala Ala Ser Asn Val Arg Gly Ser Leu Asn Val Asn Leu Asn 

35 40 45 

Ser Val Val Leu Arg Arg Ala Arg Gly Gly Ala Val Ser Ala Arg Tyr 

50 55 60 

Val Leu Pro Asp Glu Ala Ala Arg Ala Arg Leu Leu Gin Glu Gly Gly 
65 70 75 80 

Gly Gly Val Ala Ala Val Val Val Leu Asp Gin Gly Ser Arg His Trp . 

85 90 95 

Gin Lys Leu Arg Glu Glu Ser Ala Ala Arg Val Val Leu Thr Ser Leu 

100 105 110 

Leu Ala Cys Leu Pro Ala Gly Pro Arg Val Tyr Phe Leu Lys Gly Gly 

115 120 125 

Tyr Glu Thr Phe Tyr Ser Glu Tyr Pro Glu Cys Cys Val Asp Val Lys 

130 135 140 

Pro He Ser Gin Glu Lys He Glu Ser Glu Arg Ala Leu He Ser Gin 
145 150 155 160 

Cys Gly Lys Pro Val Val Asn Val Ser Tyr Arg Pro Ala Tyr Asp Gin 
165 170 175 
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Gly Gly Pro Val Glu He Leu Pro Phe Leu Tyr Leu Gly Ser Ala Tyr 

180 185 190 

His Ala Ser Lys Cys Glu Phe Leu Ala Asn Leu His He Thr Ala Leu 

195 200 205 

Leu Asn Val Ser Arg Arg Thr Ser Glu Ala Cys Met Thr His Leu His 

210 215 220 

Tyr Lys Trp He Pro Val Glu Asp Ser His Thr Ala Asp He Ser Ser 
225 230 235 240 

His Phe Gin Glu Ala He Asp Phe He Asp Cys Val Arg Glu Lys Gly 

245 250 255 

Gly Lys Val Leu Val His Cys Glu Ala Gly He Ser Arg Ser Pro Thr 

260 265 270 

He Cys Met Ala Tyr Leu Met Lys Thr Lys Gin Phe Arg Leu Lys Glu 

275 280 285 

Ala Phe Asp Tyr He Lys Gin Arg Arg Ser Met Val Ser Pro Asn Phe 

290 " 295 300 

Gly Phe Met Gly Gin Leu Leu Gin Tyr Glu Ser Glu He Leu Pro Ser 
305 310 315 320 

Thr Pro Asn Pro Gin Pro Pro Ser Cys Gin Gly Glu Ala Ala Gly Ser 

325 330 335 

Ser Leu He Gly His Leu Gin Thr Leu Ser Pro Asp Met Gin Gly Ala 

340 345 350 

Tyr Cys Thr Phe Pro Ala Ser Val Leu Ala Pro Val Pro Thr His Ser 

355 360 365 

Thr Val Ser Glu Leu Ser Arg Ser Pro Val Ala Thr Ala Thr Ser Cys 
370 375 380 



<210> 35 

<211> 741 

<212> DNA 

<213> Homo sapience 



<400> 35 

atgctccaaa actcagcagt gcttctggtg 
gcggagcaga atgactctgt gagccccagg 
gaagtggttc gttgcctcaa cagtgctcta 
gaaaactcca cctgtgacac agatgggatg 
gctgctaaat ttgacactca gggaaaagca 



ctggtgatca 


gtgcttctgc aacccatgag 


60 


aaatcccgag 


tggcggccca aaactcagct 


12.0 


caggtcggct 


gcggggcttt tgcatgcctg 


180 


tatgacatct 


gtaaatcctt cttgtacagc 


240 


ttcgtcaaag 


agagcttaaa atgcatcgcc 


300 
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aacggggtca cctccaaggt cttcctcgcc attcggaggt gctccacttt ccaaaggatg 360 

attgctgagg tgcaggaaga gtgctacagc aagctgaatg tgtgcagcat cgccaagcgg 420 

aaccctgaag ccatcactga ggtcgtccag ctgcccaatc acttctccaa cagatactat 480 

aacagacttg tccgaagcct gctggaatgt gatgaagaca cagtcagcac aatcagagac 540 

agcctgatgg agaaaattgg gcctaacatg gccagcctct tccacatcct gcagacagac 600 

cactgtgccc aaacacaccc acgagctgac ttcaacagga gacgcaccaa tgagccgcag 660 

aagctgaaag tcctcctcag gaacctccga ggtgaggagg actctccctc ccacatcaaa 720 

cgcacatccc atgagagtgc a 741 



<210> 36 
<211> 247 
<212> PRT 

<213> Homo sapience 



<400> 36 

Met Leu Gin Asn Ser Ala Val Leu Leu Val Leu Val He Ser Ala Ser 

5 10 15 

Ala Thr His Glu Ala Glu Gin Asn Asp Ser Val Ser Pro Arg Lys Ser 

20 25 30 

Arg Val Ala Ala Gin Asn Ser Ala Glu Val Val Arg Cys Leu Asn Ser 

35 40 45 

Ala Leu Gin Val Gly Cys Gly Ala Phe Ala Cys Leu Glu Asn Ser Thr 

..50 55 60 

Cys Asp Thr Asp Gly Met Tyr Asp He Cys Lys Ser Phe Leu Tyr Ser 
65 70 75 80 

Ala Ala Lys Phe Asp Thr Gin Gly Lys Ala Phe Val Lys Glu Ser Leu 

85 90 95 

Lys Cys He Ala Asn Gly Val Thr Ser Lys Val Phe Leu Ala He Arg 

100 105 110 

Arg Cys Ser Thr Phe Gin Arg Met He Ala Glu Val Gin Glu Glu Cys 

115 120 125 

Tyr Ser Lys Leu Asn Val Cys Ser He Ala Lys Arg Asn Pro Glu Ala 

130 135 140 

He Thr Glu Val Val Gin Leu Pro Asn His Phe Ser Asn Arg Tyr Tyr 
145 150 • 155 160 

Asn Arg Leu Val Arg Ser Leu Leu Glu Cys Asp Glu Asp Thr Val Ser 

165 170 175 

Thr He Arg Asp Ser Leu Met Glu Lys He Gly Pro Asn Met Ala Ser 
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180 185 190 

Leu Phe His He Leu Gin Thr Asp His Cys Ala Gin Thr His Pro Arg 

195 200 205 

Ala Asp Phe Asn Arg Arg Arg Thr Asn Glu Pro Gin Lys Leu Lys Val 

210 215 220 

Leu Leu Arg Asn Leu Arg Gly Glu Glu Asp Ser Pro Ser His He Lys 
225 230 235 240 

Arg Thr Ser His Glu Ser Ala 
245 

<210> 37 
<211> 2580 
<212> DNA 

<213> Homo sapience 



<400> 37 



atggggccct 


ggggctggaa 


attgcgctgg 


accgtcgcct 


tgctcctcgc 


cgcggcgggg 


60 


actgcagtgg 


gcgacagatg 


tgaaagaaac 


gagttccagt 


gccaagacgg 


gaaatgcatc 


120 


tcctacaagt 


gggtctgcga 


tggcagcgct 


gagtgccagg 


atggctctga 


tgagtcccag 


180 


gagacgtgct 


tgtctgtcac 


ctgcaaatcc 


ggggacttca 


gctgtggggg 


ccgtgtcaac 


240 


cgctgcattc 


ctcagttctg 


gaggtgcgat 


ggccaagtgg 


actgcgacaa 


cggctcagac 


300 


gagcaaggct 


gtccccccaa 


gacgtgctcc 


caggacgagt 


ttcgctgcca 


cgatgggaag 


360 


tgcatctctc 


ggcagttcgt 


ctgtgactca 


gaccgggact 


gcttggacgg 


ctcagacgag 


420 


gcctcctgcc 


cggtgctcac 


ctgtggtccc 


gccagcttcc 


agtgcaacag 


ctccacctgc 


480 


atcccccagc 


tgtgggcctg 


cgacaacgac 


cccgactgcg 


aagatggctc 


ggatgagtgg 


540 


ccgcagcgct 


gtaggggtct 


ttacgtgttc 


caaggggaca 


gtagcccctg 


ctcggccttc 


600 


gagttccact 


gcctaagtgg 


cgagtgcatc 


cactccagct 


ggcgctgtga 


tggtggcccc 


660 


gactgcaagg 


acaaatctga 


cgaggaaaac 


tgcgctgtgg 


ccacctgtcg 


ccctgacgaa 


720 


ttccagtgct 


ctgatggaaa 


ctgcatccat 


ggcagccggc 


agtgtgaccg 


ggaatatgac 


780 


tgcaaggaca 


tgagcgatga 


agttggctgc 


gttaatgtga 


cactctgcga 


gggacccaac 


840 


aagttcaagt 


gtcacagcgg 


cgaatgcatc 


accctggaca 


aagtctgcaa 


catggctaga 


900 


gactgccggg 


actggtcaga 


tgaacccatc 


aaagagtgcg 


ggaccaacga 


atgcttggac 


960 


aacaacggcg 


gctgttccca 


cgtctgcaat 


gaccttaaga 


tcggctacga 


gtgcctgtgc 


1020 


cccgacggct 


tccagctggt 


ggcccagcga 


agatgcgaag 


atatcgatga 


gtgtcaggat 


1080 


cccgacacct 


gcagccagct 


ctgcgtgaac 


ctggagggtg 


gctacaagtg 


ccagtgtgag 


1140 


gaaggcttcc 


agctggaccc 


ccacacgaag 


gcctgcaagg 


ctgtgggctc 


catcgcctac 


1200 


ctcttcttca 


ccaaccggca 


cgaggtcagg 


aagatgacgc 


tggaccggag 


cgagtacacc 


1260 


agcctcatcc 


ccaacctgag 


gaacgtggtc 


gctctggaca 


cggaggtggc 


cagcaataga 


1320 
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atctactggt 


ctgacctgtc 


ccagagaatg 


atctgcagca 


cccagcttga 


cagagcccac 


1380 


ggcgtctctt 


cctatgacac 


cgtcatcagc 


agggacatcc 


aggcccccga 


cgggctggct 


1440 


gtggactgga 


tccacagcaa 


catctactgg 


accgactctg 


tcctgggcac 


tgtctctgtt 


1500 


gcggatacca 


agggcgtgaa 


gaggaaaacg 


ttattcaggg 


agaacggctc 


caagccaagg 


1560 


gccatcgtgg 


tggatcctgt 


tcatggcttc 


atgtactgga 


ctgactgggg 


aactcccgcc 


1620 


aagatcaaga 


aagggggcct 


gaatggtgtg 


gacatctact 


cgctggtgac 


tgaaaacatt 


1680 


cagtggccca 


atggcatcac 


cctagatctc 


ctcagtggcc 


gcctctactg 


ggttgactcc 


1740 


aaacttcact 


ccatctcaag 


catcgatgtc 


aatgggggca 


accggaagac 


catcttggag 


1800 


gatgaaaaga 


ggctggccca 


ccccttctcc 


ttggccgtct 


ttgaggacaa 


agtattttgg 


1860 


acagatatca 


tcaacgaagc 


cattttcagt 


gccaaccgcc 


tcacaggttc 


cgatgtcaac 


1920 


ttgttggctg 


aaaacctact 


gtccccagag 


gatatggtcc 


tcttccacaa 


cctcacccag 


1980 


ccaagaggag 


tgaactggtg 


tgagaggacc 


accctgagca 


atggcggctg 


ccagtatctg 


2040 


tgcctccctg 


ccccgcagat 


caacccccac 


tcgcccaagt 


ttacctgcgc 


ctgcccggac 


2100 


ggcatgctgc 


tggccaggga 


catgaggagc 


tgcctcacag 


aggctgaggc 


tgcagtggcc 


2160 


acccaggaga 


catccaccgt 


caggctaaag 


gtcagctcca 


cagccgtaag 


gacacagcac 


2220 


acaaccaccc 


ggcctgttcc 


cgacacctcc 


cggctgcctg 


gggccacccc 


tgggctcacc 


2280 


acggtggaga 


tagtgacaat 


gtctcaccaa 


gctctgggcg 


acgttgctgg 


cagaggaaat 


2340 


gagaagaagc 


ccagtagcgt 


gagggctctg 


tccattgtcc 


tccccatcgt 


gctcctcgtc 


2400 


ttcctttgcc 


tgggggtctt 


ccttctatgg 


aagaactggc 


ggcttaagaa 


catcaacagc 


2460 


atcaactttg 


acaaccccgt 


ctatcagaag 


accacagagg 


atgaggtcca 


catttgccac 


2520 


aaccaggacg 


gctacagcta 


cccctcgaga 


cagatggtca 


gtctggagga 


tgacgtggcg 


2580 



<210> 38 
<211> 860 
<212> PRT 

<213> Homo sapience 
<400> 38 

Met Gly Pro Trp Gly Trp Lys Leu Arg Trp Thr Val Ala Leu Leu 
5 10 15 

Ala Ala Ala Gly Thr Ala Val Gly Asp Arg Cys Glu Arg Asn Glu 

20 25 30 

Gin Cys Gin Asp Gly Lys Cys He Ser Tyr Lys Trp Val Cys Asp 

35 40 45 

Ser Ala Glu Cys Gin Asp Gly Ser Asp Glu Ser Gin Glu Thr Cys 

50 55 60 

Ser Val Thr Cys Lys Ser Gly Asp Phe Ser Cys Gly Gly Arg Val 
65 70 75 



Leu 

Phe 

Gly 

Leu 

Asn 
80 



WO 2005/092383 PCT/JP2005/006444 

34/78 

Arg Cys He Pro Gin Phe Trp Arg Cys Asp Gly Gin Val Asp Cys Asp. 

85 90 95 

Asn Gly Ser Asp Glu Gin Gly Cys Pro Pro Lys Thr Cys Ser Gin Asp 

100 105 110 

Glu Phe Arg Cys His Asp Gly Lys Cys He Ser Arg Gin Phe Val Cys 

115 120 125 

Asp Ser Asp Arg Asp Cys Leu Asp Gly Ser Asp Glu Ala Ser Cys Pro 

130 135 140 

Val Leu Thr Cys Gly Pro Ala Ser Phe Gin Cys Asn Ser Ser Thr Cys 
145 150 155 160 

He Pro Gin Leu Trp Ala Cys Asp Asn Asp Pro Asp Cys Glu Asp Gly 

165 170 175 

Ser Asp Glu Trp Pro Gin Arg Cys Arg Gly Leu Tyr Val Phe Gin Gly 

180 185 190 

Asp Ser Ser Pro Cys Ser Ala Phe Glu Phe His Cys Leu Ser Gly Glu 

1*95 200 205 

Cys He His Ser Ser Trp Arg Cys Asp Gly Gly Pro Asp Cys Lys Asp 

210 215 220 

Lys Ser Asp Glu Glu Asn Cys Ala Val Ala Thr Cys Arg Pro Asp Glu 
225 . 230 235 240 

Phe Gin Cys Ser Asp Gly Asn Cys He His Gly Ser Arg Gin Cys Asp 

245 250 255 

Arg Glu Tyr Asp Cys Lys Asp Met Ser Asp Glu Val Gly Cys Val Asn 

260 265 270 

Val Thr Leu Cys Glu Gly Pro Asn Lys Phe Lys Cys His Ser Gly Glu 

275 280 285 

Cys He Thr Leu Asp Lys Val Cys Asn Met Ala Arg Asp Cys Arg Asp 

290 295 300 

Trp Ser Asp Glu Pro He Lys" Glu Cys Gly Thr Asn Glu Cys Leu Asp 
305 310 315 320 

Asn Asn Gly Gly Cys Ser His Val Cys Asn Asp Leu Lys He Gly Tyr 

325 330 335 

Glu Cys Leu Cys Pro Asp Gly Phe Gin Leu Val Ala Gin Arg Arg Cys 

340 345 350 

Glu Asp He Asp Glu Cys Gin Asp Pro Asp Thr Cys Ser Gin Leu Cys 

355 360 365 

Val Asn Leu Glu Gly Gly Tyr Lys Cys Gin Cys Glu Glu Gly Phe Gin 
370 375 380 



WO 2005/092383 PCT/JP2005/006444 

35/78 

Leu Asp Pro His Thr Lys Ala Cys Lys Ala Val Gly Ser He Ala Tyr 
385 390 395 400 

Leu Phe Phe Thr Asn Arg His Glu Val Arg Lys Met Thr Leu Asp Arg 

405 410 415 

Ser Glu Tyr Thr Ser Leu He Pro Asn Leu Arg Asn Val Val Ala Leu 

420 425 430 

Asp Thr Glu Val Ala Ser Asn Arg He Tyr Trp Ser Asp Leu Ser Gin 

435 440 445 

Arg Met He Cys Ser Thr Gin Leu Asp Arg Ala His Gly Val Ser Ser 

450 455 460 

Tyr Asp Thr Val He Ser Arg Asp He Gin Ala Pro Asp Gly Leu Ala 
465 470 475 480 

Val Asp Trp He His Ser Asn He Tyr Trp Thr Asp Ser Val Leu Gly 

485 490 495 

Thr Val Ser Val Ala Asp Thr Lys Gly Val Lys Arg Lys Thr Leu Phe 

500 505 510 

Arg Glu Asn Gly Ser Lys Pro Arg Ala He Val Val Asp Pro Val His 

515 520 525 

Gly Phe Met Tyr Trp Thr Asp Trp Gly Thr Pro Ala Lys He Lys Lys 

530 535 540 

Gly Gly Leu Asn Gly Val Asp He Tyr Ser Leu Val Thr Glu Asn He 
545 550 555 ' 560 

Gin Trp Pro Asn Gly He Thr Leu Asp Leu Leu Ser Gly Arg Leu Tyr 

565 570 575 

Trp Val Asp Ser Lys Leu His Ser He Ser Ser He Asp Val Asn Gly 

580 585 590 

Gly Asn Arg Lys Thr He Leu Glu Asp Glu Lys Arg Leu Ala His Pro 

595 600 605 

Phe Ser Leu Ala Val Phe Glu Asp Lys Val Phe Trp Thr Asp He He 

610 615 620 

Asn Glu Ala He Phe Ser Ala Asn Arg Leu Thr Gly Ser Asp Val Asn 
625 630 635 640 

Leu Leu Ala Glu Asn Leu Leu Ser Pro Glu Asp Met Val Leu Phe His 

645 650 655 

Asn Leu Thr Gin Pro Arg Gly Val Asn Trp Cys Glu Arg Thr Thr Leu 

660 665 670 

Ser Asn Gly Gly Cys Gin Tyr Leu Cys Leu Pro Ala Pro Gin He Asn 
675 680 685 
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Pro His Ser Pro Lys Phe Thr Cys Ala Cys Pro Asp Gly Met Leu Leu 

690 695 700 

Ala Arg Asp Met Arg Ser Cys Leu Thr Glu Ala Glu Ala Ala Val Ala 
705 710 715 720 

Thr Gin Glu Thr Ser Thr Val Arg Leu Lys Val Ser Ser Thr Ala Val 

725 730 735 

Arg Thr Gin His Thr Thr Thr Arg Pro Val Pro Asp Thr Ser Arg Leu 

740 745 750 

Pro Gly Ala Thr Pro Gly Leu Thr Thr Val Glu He Val Thr Met Ser 

755 760 765 

His Gin Ala Leu Gly Asp Val Ala Gly Arg Gly Asn Glu Lys Lys Pro 

770 775 780 

Ser Ser Val Arg Ala Leu Ser He Val Leu Pro He Val Leu Leu Val 
785 790 795 800 

Phe Leu Cys Leu Gly Val Phe Leu Leu Trp Lys Asn Trp Arg Leu Lys 

805 810 815 

Asn He Asn Ser He Asn Phe Asp Asn Pro Val Tyr Gin Lys Thr Thr 

820 825 830 

Glu Asp Glu Val His He Cys His Asn Gin Asp Gly Tyr Ser Tyr Pro 

835 840 845 

Ser Arg Gin Met Val Ser Leu Glu Asp Asp Val Ala 
850 855 860 



<210> 39 
<211> 1320 
<212> DNA 

<213> Homo sapience 



<400> 39 

atggaacaac ggggacagaa cgccccggcc gcttcggggg cccggaaaag gcacggccca 60 

ggacccaggg aggcgcgggg agccaggcct gggctccggg tccccaagac ccttgtgctc 120 

gttgtcgccg cggtcctgct gttggtctca gctgagtctg ctctgatcac ccaacaagac 180 

ctagctcccc agcagagagt ggccccacaa caaaagaggt ccagcccctc agagggattg 240 

tgtccacctg gacaccatat ctcagaagac ggtagagatt gcatctcctg caaatatgga 300 

caggactata gcactcactg gaatgacctc cttttctgct tgcgctgcac caggtgtgat 360 

tcaggtgaag tggagctaag tccctgcacc acgaccagaa acacagtgtg tcagtgcgaa 420 

gaaggcacct tccgggaaga agattctcct gagatgtgcc ggaagtgccg cacagggtgt 480 

cccagaggga tggtcaaggt cggtgattgt acaccctgga gtgacatcga atgtgtccac 540 
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aaagaatcag gtacaaagca cagtggggaa gccccagctg tggaggagac ggtgacctcc 600 

agcccaggga ctcctgcctc tccctgttct ctctcaggca tcatcatagg agtcacagtt 660 

gcagccgtag tcttgattgt ggctgtgttt gtttgcaagt ctttactgtg gaagaaagtc 720 

cttccttacc tgaaaggcat ctgctcaggt ggtggtgggg accctgagcg tgtggacaga 780 

agctcacaac gacctggggc tgaggacaat gtcctcaatg agatcgtgag tatcttgcag 840 

cccacccagg tccctgagca ggaaatggaa gtccaggagc cagcagagcc aacaggtgtc 900 

aacatgttgt cccccgggga gtcagagcat ctgctggaac cggcagaagc tgaaaggtct 960 

cagaggagga ggctgctggt tccagcaaat gaaggtgatc ccactgagac tctgagacag 1020 

tgcttcgatg actttgcaga cttggtgccc tttgactcct gggagccgct catgaggaag 1080 

ttgggcctca tggacaatga gataaaggtg gctaaagctg aggcagcggg ccacagggac 1140 

accttgtaca cgatgctgat aaagtgggtc aacaaaaccg ggcgagatgc ctctgtccac 1200 

accctgctgg atgccttgga gacgctggga gagagacttg ccaagcagaa gattgaggac 1260 

cacttgttga gctctggaaa gttcatgtat ctagaaggta atgcagactc tgccatgtcc 1320 

<210> 40 
<211> 440* 
<212> PRT 

<213> Homo sapience 
<400> 40 

Met Glu Gin Arg Gly Gin Asn Ala Pro Ala Ala Ser Gly Ala Arg Lys 

5 10 15 

Arg His Gly Pro Gly Pro Arg Glu Ala Arg Gly Ala Arg Pro Gly Leu 

20 25 30 

Arg Val Pro Lys Thr Leu Val Leu Val Val Ala Ala Val Leu Leu Leu 

35 40 45 

Val Ser Ala Glu Ser Ala Leu He Thr Gin Gin Asp Leu Ala Pro Gin 

50 55 60 

Gin Arg Val Ala Pro Gin Gin Lys Arg Ser Ser Pro Ser Glu Gly Leu 
65 70 75 80 

Cys Pro Pro Gly His His He Ser Glu Asp Gly Arg Asp Cys He Ser 

85 90 95 

Cys Lys Tyr Gly Gin Asp Tyr Ser Thr His Trp Asn Asp Leu Leu Phe 

100 105 110 

Cys Leu Arg Cys Thr Arg Cys Asp Ser Gly Glu Val Glu Leu Ser Pro 

115 120 125 

Cys Thr Thr Thr Arg Asn Thr Val Cys Gin Cys Glu Glu Gly Thr Phe 
130 135 140 
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Arg Glu Glu Asp Ser Pro Glu Met Cys Arg Lys Cys Arg Thr Gly Cys 
145 150 155 160 

Pro Arg Gly Met Val Lys Val Gly Asp Cys Thr Pro Trp Ser Asp He 

165 170 175 

Glu Cys Val His Lys Glu Ser Gly Thr Lys His Ser Gly Glu Ala Pro 

180 185 190 

Ala Val Glu Glu Thr Val Thr Ser Ser Pro Gly Thr Pro Ala Ser Pro 

195 200 205 

Cys Ser Leu Ser Gly He He Tie Gly Val Thr Val Ala Ala Val Val 

210 215 220 

Leu He Val Ala Val Phe Val Cys Lys Ser Leu Leu Trp Lys Lys Val 
225 230 235 240 

Leu Pro Tyr Leu Lys Gly He Cys Ser Gly Gly Gly Gly Asp Pro Glu 

245 250 255 

Arg Val Asp Arg Ser Ser Gin Arg Pro Gly Ala Glu Asp Asn Val Leu 

260 265 270 

Asn Glu He Val Ser He Leu Gin Pro Thr Gin Val Pro Glu Gin Glu 

275 280 285 

Met Glu Val Gin Glu Pro Ala Glu Pro Thr Gly Val Asn Met Leu Ser 

290 295 300 

Pro Gly Glu Ser Glu His Leu Leu Glu Pro Ala Glu Ala Glu Arg Ser 
305 310 315 320 

Gin Arg Arg Arg Leu Leu Val Pro Ala Asn Glu Gly Asp Pro Thr Glu 

325 330 335 

Thr Leu Arg Gin Cys Phe Asp Asp Phe Ala Asp Leu Val Pro Phe Asp 

340 345 350 

Ser Trp Glu Pro Leu Met Arg Lys Leu Gly Leu Met Asp Asn Glu He 

355 360 365 

Lys Val Ala Lys Ala Glu Ala Ala Gly His Arg Asp Thr Leu Tyr Thr 

370 375 380 

Met Leu He Lys Trp Val Asn Lys Thr Gly Arg Asp Ala Ser Val His 
385 390 395 400 

Thr Leu Leu Asp Ala Leu Glu Thr Leu Gly Glu Arg Leu Ala Lys Gin 

405 410 415 

Lys He Glu Asp His Leu Leu Ser Ser Gly Lys Phe Met Tyr Leu Glu 

420 425 430 

Gly Asn Ala Asp Ser Ala Met Ser 
435 440 
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<210> 41 
<211> 387 
<212> DNA 

<213> Homo sapience 
<400> 41 

atggctcggg gctcgctgcg ccggttgctg cggctcctcg tgctggggct ctggctggcg 60 
ttgctgcgct ccgtggccgg ggagcaagcg ccaggcaccg ccccctgctc ccgcggcagc 120 
tcctggagcg cggacctgga caagtgcatg gactgcgcgt cttgcagggc gcgaccgcac 180 
agcgacttct gcctgggctg cgctgcagca cctcctgccc ccttccggct gctttggccc 240 
atccttgggg gcgctctgag cctgaccttc gtgctggggc tgctttctgg ctttttggtc 300 
tggagacgat gccgcaggag agagaagttc accaccccca tagaggagac cggcggagag 360 
ggctgcccag ctgtggcgct gatccag 387 

<210> 42 " 
<211> 129 
<212> PRT 

<213> Homo sapience 
<400> 42 

Met Ala Arg Gly Ser Leu Arg 
5 

Leu Trp Leu Ala Leu Leu Arg 
20 

Thr Ala Pro Cys Ser Arg Gly 
35 

Cys Met Asp Cys Ala Ser Cys 
50 55 
Leu Gly Cys Ala Ala Ala Pro 

65 70 
He Leu Gly Gly Ala Leu Ser 
85 

Gly Phe Leu Val Trp Arg Arg 
100 

Pro He Glu Glu Thr Gly Gly 
115 

Gin 



Arg Leu Leu Arg Leu Leu Val Leu Gly 

10 15 
Ser Val Ala Gly Glu Gin Ala Pro Gly 

25 30 
Ser Ser Trp Ser Ala Asp Leu Asp Lys 

40 45 
Arg Ala Arg Pro His Ser Asp Phe Cys 
60 

Pro Ala Pro Phe Arg Leu Leu Trp Pro 
7.5 80 
Leu Thr Phe Val Leu Gly Leu Leu Ser 

90 95 
Cys Arg Arg Arg Glu Lys Phe Thr Thr 

105 110 
Glu Gly Cys Pro Ala Val Ala Leu He 
120 125 
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<210> 43 
<211> 1401 
<212> DNA 

<213> Homo sapience 
<400> 43 

atggagtaca tgagcactgg aagtgacaat aaagaagaga ttgatttatt aattaaacat 60 

ttaaatgtgt ctgatgtaat agacattatg gaaaatcttt atgcaagtga agagccagca 120 

gtttatgaac ccagtctaat gaccatgtgt caagacagta atcaaaacga tgagcgttct 180 

aagtctctgc tgcttagtgg ccaagaggta ccatggttgt catcagtcag atatggaact 240 

gtggaggatt tgcttgcttt tgcaaaccat atatccaaca ctgcaaagca tttttatgga 300 

caacgaccac aggaatctgg aattttatta aacatggtca tcactcccca aaatggacgt 360 

taccaaatag attccgatgt tctcctgatc ccctggaagc tgacttacag gaatattggt 420 

tctgatttta ttcctcgggg cgcctttgga aaggtatact tggcacaaga tataaagacg 480 

aagaaaagaa tggcgtgtaa actgatccca gtagatcaat ttaagccatc tgatgtggaa 540 

atccaggctt gcttccggca cgagaacatc gcagagctgt atggcgcagt cctgtggggt 600 

gaaactgtcc atctctttat ggaagcaggc gagggagggt ctgttctgga gaaactggag 660 

agctgtggac caatgagaga atttgaaatt atttgggtga caaagcatgt tctcaaggga 720 

cttgattttc tacactcaaa gaaagtgatc catcatgata ttaaacctag caacattgtt 780 

ttcatgtcca caaaagctgt tttggtggat tttggcctaa gtgttcaaat gaccgaagat 840 

gtctattttc ctaaggacct ccgaggaaca gagatttaca tgagcccaga ggtcatcctg 900 

tgcaggggcc attcaaccaa agcagacatc tacagcctgg gggccacgct catccacatg 960 

cagacgggca ccccaccctg ggtgaagcgc taccctcgct cagcctatcc ctcctacctg 1020 

tacataatcc acaagcaagc acctccactg gaagacattg cagatgactg cagtccaggg 1080 

atgagagagc tgatagaagc ttccctggag agaaacccca atcaccgccc aagagccgca 1140 

gacctactaa aacatgaggc cctgaacccg cccagagagg atcagccacg ctgtcagagt 1200 

ctggactctg ccctcttgga gcgcaagagg ctgctgagta ggaaggagct ggaacttcct 1260 

gagaacattg ctgattcttc gtgcacagga agcaccgagg aatctgagat gctcaagagg 1320 

caacgctctc tctacatcga cctcggcgct ctggctggct acttcaatct tgttcgggga 1380 

ccaccaacgc ttgaatatgg c 1401 

<210> 44 
<211> 467 
<212> PRT 

<213> Homo sapience 



<400> 44 
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Met Glu Tyr Met Ser Thr Gly Ser Asp Asn Lys Glu Glu He Asp Leu 

5 10 15 

Leu He Lys His Leu Asn Val Ser Asp Val He Asp He Met Glu Asn 

20 25 30 

Leu Tyr Ala Ser Glu Glu Pro Ala Val Tyr Glu Pro Ser Leu Met Thr 

35 40 45 

Met Cys Gin Asp Ser Asn Gin Asn Asp Glu Arg Ser Lys Ser Leu Leu 

50 55 60 

Leu Ser Gly Gin Glu Val Pro Trp Leu Ser Ser Val Arg Tyr Gly Thr 
65 70 75 80 

Val Glu Asp Leu Leu Ala Phe Ala Asn His He Ser Asn Thr Ala Lys 

85 90 95 

His Phe Tyr Gly Gin Arg Pro Gin Glu Ser Gly He Leu Leu Asn Met 

100 105 110 

Val He Thr Pro Gin Asn Gly Arg Tyr Gin He Asp Ser Asp Val Leu 

115 120 125 

Leu He Pro Trp Lys Leu Thr Tyr Arg Asn He Gly Ser Asp Phe He 

130 135 140 

Pro Arg Gly Ala Phe Gly Lys Val Tyr Leu Ala Gin Asp He Lys Thr 
145 - 150 155 160 

Lys Lys Arg Met Ala Cys Lys Leu He Pro Val Asp Gin Phe Lys Pro 

165 170 ■ 175 

Ser Asp Val Glu He Gin Ala Cys Phe Arg His- Glu Asn He Ala Glu 

180 185 190 

Leu Tyr Gly Ala Val Leu Trp Gly Glu Thr Val His Leu Phe Met Glu 

195 200 205 

Ala Gly Glu Gly Gly Ser Val Leu Glu Lys Leu Glu Ser Cys Gly Pro 

210 215 220 

Met Arg Glu Phe Glu He He Trp Val Thr Lys His Val Leu Lys Gly 
225 230 235 240 

Leu Asp Phe Leu His Ser Lys Lys Val He His His Asp He Lys Pro 

245 250 255 

Ser Asn He Val Phe Met Ser Thr Lys Ala Val Leu Val Asp Phe Gly 

260 265 270 

Leu Ser Val Gin Met Thr Glu Asp Val Tyr Phe Pro Lys Asp Leu Arg 

275 280 285 

Gly Thr Glu He Tyr Met Ser Pro Glu Val He Leu Cys Arg Gly His 
290 295 300 
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Ser Thr Lys Ala Asp He Tyr Ser Leu Gly Ala Thr Leu He His Met. 
305 310 315 320 

Gin Thr Gly Thr Pro Pro Trp Val Lys Arg Tyr Pro Arg Ser Ala Tyr 

325 330 335 

Pro Ser Tyr Leu Tyr He He His Lys Gin Ala Pro Pro Leu Glu Asp 

340 345 350 

He Ala Asp Asp Cys Ser Pro Gly Met Arg Glu Leu He Glu Ala Ser 

355 360 365 

Leu Glu Arg Asn Pro Asn His Arg Pro Arg Ala Ala Asp Leu Leu Lys 

370 " 375 380 

His Glu Ala Leu Asn Pro Pro Arg Glu Asp Gin Pro Arg Cys Gin Ser 
385 390 395 400 

Leu Asp Ser Ala Leu Leu Glu Arg Lys Arg Leu Leu Ser Arg Lys Glu 

405 410 415 

Leu Glu Leu Pro Glu Asn He Ala Asp Ser Ser Cys Thr Gly Ser Thr 

420 425 430 

Glu Glu Ser Glu Met Leu Lys Arg Gin Arg Ser Leu Tyr He Asp Leu 

435 440 445 

Gly Ala Leu Ala Gly Tyr Phe Asn Leu Val Arg Gly Pro Pro Thr Leu 

450 455 460 

Glu Tyr Gly 
465 

<210> 45 
<211> 1629 
<212> DNA 

<213> Homo sapience 
<400> 45 

atggccgcgg ccaaggccga gatgcagctg atgtccccgc tgcagatctc tgacccgttc 60 
ggatcctttc ctcactcgcc caccatggac aactacccta agctggagga gatgatgctg 120 
ctgagcaacg gggctcccca gttcctcggc gccgccgggg ccccagaggg cagcggcagc 180 
aacagcagca gcagcagcag cgggggcggt ggaggcggcg ggggcggcag caacagcagc 240 
agcagcagca gcaccttcaa ccctcaggcg gacacgggcg agcagcccta cgagcacctg 300 
accgcagagt cttttcctga catctctctg aacaacgaga aggtgctggt ggagaccagt 360 
taccccagcc aaaccactcg actgcccccc atcacctata ctggccgctt ttccctggag 420 
cctgcaccca acagtggcaa caccttgtgg cccgagcccc tcttcagctt ggtcagtggc 480 
ctagtgagca tgaccaaccc accggcctcc tcgtcctcag caccatctcc agcggcctcc 540 



WO 2005/092383 



43/78 



PCT/JP2005/006444 



tccgcctccg 


cctcccagag 


cccacccctg 


cccatttact 


cagcggcacc 


caccttcccc 


caaagccagg 


ccttcccggg 


ctcggcaggg 


cctgccgcca 


agggtggctt 


ccaggttccc 


cagggggatc 


tgggcctggg 


caccccagac 


acccagcagc 


cttcgctaac 


ccctctgtct 


tcccaggacc 


tgaaggccct 


caataccagc 


atgcgcaagt 


accccaaccg 


gcccagcaag 


ccagtggagt 


cctgtgatcg 


ccgcttctcc 


atccacacag 


gccagaagcc 


cttccagtgc 


gaccacctca 


ccacccacat 


ccgcacccac 


tgtggaagaa 


agtttgccag 


gagcgatgaa 


cagaaggaca 


agaaagcaga 


caaaagtgtt 


tcctacccgt 


ccccggttgc 


tacctcttac 


ccggccacca 


cctcataccc 


atcccctgtg 


acctacccat 


cccctgtgca 


cagtggcttc 


tctgttcccc 


ctgctttccc 


ggcccaggtc 


tccttcagcg 


cctccacagg 


gctttcggac 


gaaatttgc 







agctgcgcag 


tgccatccaa 


cgacagcagt 


600 


acgccgaaca 


ctgacatttt 


ccctgagcca 


660 


acagcgctcc 


agtacccgcc 


tcctgcctac 


720 


atgatccccg 


actacctgtt 


tccacagcag 


780 


cagaagccct 


tccagggcct 


ggagagccgc 


840 


actattaagg 


cctttgccac 


tcagtcgggc 


900 


taccagtccc 


agctcatcaa 


acccagccgc 


960 


acgccccccc 


acgaacgccc 


ttacgcttgc 


1020 


cgctccgacg 


agctcacccg 


ccacatccgc 


1080 


cgcatctgca 


tgcgcaactt 


cagccgcagc 


1140 


acaggcgaaa 


agcccttcgc 


ctgcgacatc 


1200 


cgcaagaggc 


ataccaagat 


ccacttgcgg 


1260 


gtggcctctt 


cggccacctc 


ctctctctct 


1320 


ccgtccccgg 


ttactacctc 


ttatccatcc 


1380 


cccacctcct 


tctcctctcc 


cggctcctcg 


1440 


ccctccccgt 


cggtggccac 


cacgtactcc 


1500 


agcagcttcc 


cttcctcagc 


tgtcaccaac 


1560 


atgacagcaa 


ccttttctcc 


caggacaatt 


1620 
1629 



<210> 46 
<211> 543 
<212> PRT 

<213> Homo sapience 



<400> 46 

Met Ala Ala Ala Lys Ala Glu Met Gin Leu Met Ser Pro Leu Gin He 

5 10 15 

Ser Asp Pro Phe Gly Ser Phe Pro His Ser Pro Thr Met Asp Asn Tyr 

20 25 30 

Pro Lys Leu Glu Glu Met Met Leu Leu Ser Asn Gly Ala Pro Gin Phe 

35 ' 40 45 

Leu Gly Ala Ala Gly Ala Pro Glu Gly Ser Gly Ser Asn Ser Ser Ser 

50 55 60 

Ser Ser Ser Gly Gly Gly Gly Gly Gly Gly Gly Gly Ser Asn Ser Ser 
65 70 75 80 

Ser Ser Ser Ser Thr Phe Asn Pro Gin Ala Asp Thr Gly Glu Gin Pro 
85 90 95 
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Tyr Glu His Leu Thr Ala Glu Ser Phe Pro Asp lie Ser Leu Asn Asn 

100 105 110 

Glu Lys Val Leu Val Glu Thr Ser Tyr Pro Ser Gin Thr Thr Arg Leu 

115 120 125 

Pro Pro He Thr Tyr Thr Gly Arg Phe Ser Leu Glu Pro Ala Pro Asn 

130 135 140 

Ser Gly Asn Thr Leu Trp Pro Glu Pro Leu Phe Ser Leu Val Ser Gly 
145 150 155 160 

Leu Val Ser Met Thr Asn Pro Pro Ala Ser Ser Ser Ser Ala Pro Ser 

165 " 170 175 

Pro Ala Ala Ser Ser Ala Ser Ala Ser Gin Ser Pro Pro Leu Ser Cys 

180 185 190 

Ala Val Pro Ser Asn Asp Ser Ser Pro He Tyr Ser Ala Ala Pro Thr 

195 200 205 

Phe Pro Thr Pro Asn Thr Asp He Phe Pro Glu Pro Gin Ser Gin Ala 

210 " 215 220 

Phe Pro Gly Ser Ala Gly Thr Ala Leu Gin Tyr Pro Pro Pro Ala Tyr 
225 230 235 240 

Pro Ala Ala Lys Gly Gly Phe Gin Val Pro Met He Pro Asp Tyr Leu 

245 250 255 

Phe Pro Gin Gin Gin Gly Asp Leu Gly Leu Gly Thr Pro Asp Gin Lys 

260 265 270 

Pro Phe Gin Gly Leu Glu Ser Arg Thr Gin Gin Pro Ser Leu Thr Pro 

275 280 285 

Leu Ser Thr He Lys Ala Phe Ala Thr Gin Ser Gly Ser Gin Asp Leu 

290 295 300 

Lys Ala Leu Asn Thr Ser Tyr Gin Ser Gin Leu He Lys Pro Ser Arg 
305 310 315 320 

Met Arg Lys Tyr Pro Asn Arg Pro Ser Lys Thr Pro Pro His Glu Arg 

325 " 330 335 

Pro Tyr Ala Cys Pro Val Glu Ser Cys Asp Arg Arg Phe Ser Arg Ser 

340 345 350 

Asp Glu Leu Thr Arg His He Arg He His Thr Gly Gin Lys Pro Phe 

355 360 365 

Gin Cys Arg He Cys Met Arg Asn Phe Ser Arg Ser Asp His Leu Thr 

370 375 380 

Thr His He Arg Thr His Thr Gly Glu Lys Pro Phe Ala Cys Asp He 
385 390 395 400 
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Cys Gly Arg Lys Phe Ala Arg Ser Asp Glu Arg Lys Arg His Thr Lys 

405 410 415 

lie His Leu Arg Gin Lys Asp Lys Lys Ala Asp Lys Ser Val Val Ala 

420 425 430 

Ser Ser Ala Thr Ser Ser Leu Ser Ser Tyr Pro Ser Pro Val Ala Thr 

435 440 445 

Ser Tyr Pro Ser Pro Val Thr Thr Ser Tyr Pro Ser Pro Ala Thr Thr 

450 455 460 

Ser Tyr Pro Ser Pro Val Pro Thr Ser Phe Ser Ser Pro Gly Ser Ser 
465 470 475 480 

Thr Tyr Pro Ser Pro Val His Ser Gly Phe Pro Ser Pro Ser Val Ala 

485 490 495 

Thr Thr Tyr Ser Ser Val Pro Pro Ala Phe Pro Ala Gin Val Ser Ser 

500 505 510 

Phe Pro Ser Ser Ala Val Thr Asn Ser Phe Ser Ala Ser Thr Gly Leu 

515 520 525 

Ser Asp Met Thr Ala Thr Phe Ser Pro Arg Thr He Glu He Cys 
530 535 540 



<210> 47 
<211> 1161 
<212> DNA 

<213> Homo sapience 



<400> 47 



atgaccggca 


aactcgccga 


gaagctgccg 


gtgaccatga 


gcagtttgct 


aaaccaactg 


60 


cctgacaatc 


tgtaccccga 


ggagatcccc 


agcgcgctca 


acctcttctc 


cggcagcagc 


120 


gactcggtag 


tccattacaa 


tcagatggct 


acagagaatg 


taatggacat 


cggtctgacc 


180 


aacgagaagc 


ccaacccgga 


actctcttac 


tccggctcct 


tccagccagc 


ccccggcaac 


240 


aagaccgtga 


cctacttggg 


aaagttcgcc 


ttcgactccc 


cttccaactg 


gtgccaggac 


300 


aacatcatta 


gcctcatgag 


cgccggcatc 


ttgggggtgc 


ccccggcttc 


aggggcgctc 


360 


agcacgcaga 


cgtccacggc 


cagcatggtg 


cagccaccgc 


agggtgacgt 


ggaggccatg 


420 


tatcccgcgc 


taccccccta 


ctccaactgc 


ggcgacctct 


actcagagcc 


cgtgtctttc 


480 


cacgaccccc 


agggcaatcc 


cgggctcgcc 


tattcccccc 


aggattacca 


atcggccaag 


540 


ccggcgttgg 


acagcaatct 


cttccccatg 


attcctgact 


acaacctcta 


ccaccacccc 


600 


aacgacatgg 


gctccattcc 


ggagcacaag 


cccttccagg 


gcatggaccc 


catccgggtc 


660 


aacccgcccc 


ctattacccc 


tctggagacc 


atcaaggcat 


tcaaagacaa 


gcagatccac 


720 


ccgggctttg 


gcagcctgcc 


ccagccgccg 


ctcaccctca 


agcccatccg 


gccccgcaag 


780 
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taccccaacc ggcctagcaa gacaccgctc 
ggctgcgacc gccgtttcag ccgttcggac 
ggccacaagc ccttccagtg ccggatctgc 
accactcaca tccgcactca tacgggcgag 
aagtttgcgc gcagcgacga gcgcaagcgc 
aagaaggcgg agaagggcgg tgcaccctct 
cccgtggtca ccacctgcgc c 

<210> 48 
<211> 387 
<212> PRT 

<213> Homo sapience 



cacgaacggc cccacgcgtg cccggccgag 840 

gagctgaccc ggcacctgcg catccacacg 900 

atgcggagct tcagccgcag cgaccacctc 960 

aagccctttg cctgcgagtt ctgcgggcgc 1020 

cacgccaaga tccacctcaa gcaaaaggag 1080 

gcatcctcgg cgccccccgt gtcgctggcc 1140 

1161 



<400> 48 

Met Thr Gly Lys Leu Ala Glu Lys Leu Pro Val Thr Met Ser Ser Leu 

5 10 15 

Leu Asn Gin Leu Pro Asp Asn Leu Tyr Pro Glu Glu He Pro Ser Ala 

20 25 30 

Leu Asn Leu Phe Ser Gly Ser Ser Asp Ser Val Val His Tyr Asn Gin 

35 40 45 

Met Ala Thr Glu Asn Val Met Asp He Gly Leu Thr Asn Glu Lys Pro 

50 55 60 

Asn Pro Glu Leu Ser Tyr Ser Gly Ser Phe Gin Pro Ala Pro Gly Asn 
65 70 75 80 

Lys Thr Val Thr Tyr Leu Gly Lys Phe Ala Phe Asp Ser Pro Ser Asn 

85 90 95 

Trp Cys Gin Asp Asn He He Ser Leu Met Ser Ala Gly He Leu Gly 

100 105 110 

Val Pro Pro Ala Ser Gly Ala Leu Ser Thr Gin Thr Ser Thr Ala Ser 

115 120 125 

Met Val Gin Pro Pro Gin Gly Asp Val Glu Ala Met Tyr Pro Ala Leu 

130 135 140 

Pro Pro Tyr Ser Asn Cys Gly Asp Leu Tyr Ser Glu Pro Val Ser Phe 
145 150 155 160 

His Asp Pro Gin Gly Asn Pro Gly Leu Ala Tyr Ser Pro Gin Asp Tyr 

165 170 175 

Gin Ser Ala Lys Pro Ala Leu Asp Ser Asn Leu Phe Pro Met He Pro 
180 185 190 



WO 2005/092383 PCT/JP2005/006444 

47/78 " 

Asp Tyr Asn Leu Tyr His His Pro Asn Asp Met Gly Ser He Pro Glu 

195 200 205 

His Lys Pro Phe Gin Gly Met Asp Pro He Arg Val Asn Pro Pro Pro 

210 215 220 

He Thr Pro Leu Glu Thr He Lys Ala Phe Lys Asp Lys Gin He His 
225 230 235 240 

Pro Gly Phe Gly Ser Leu Pro Gin Pro Pro Leu Thr Leu Lys Pro He 

245 250 255 

Arg Pro Arg Lys Tyr Pro Asn Arg Pro Ser Lys Thr Pro Leu His Glu 

260 265 270 

Arg Pro His Ala Cys Pro Ala Glu Gly Cys Asp Arg Arg Phe Ser Arg 

275 280 285 

Ser Asp Glu Leu Thr Arg His Leu Arg He His Thr Gly His Lys Pro 

290 295 300 

Phe Gin Cys Arg He Cys Met Arg Ser Phe Ser Arg Ser Asp His Leu 
305 310 315 320 

Thr Thr His He Arg Thr His Thr Gly Glu Lys Pro Phe Ala Cys Glu 

325 330 335 

Phe Cys Gly Arg Lys Phe Ala Arg Ser Asp Glu Arg Lys Arg His Ala 

340 345 350 

Lys He His Leu Lys Gin Lys Glu Lys Lys Ala Glu Lys Gly Gly Ala 

355 360 365 

Pro Ser Ala Ser Ser Ala Pro Pro Val Ser Leu Ala Pro Val Val Thr 

370 375 380 

Thr Cys Ala 
385 

<210> 49 
<211> 2850 
<212> DNA 

<213> Homo sapience 



<400> 49 



atggggaacg 


cggagcgggc 


tccggggtct 


cggagctttg 


ggcccgtacc 


cacgctgctg 


60 


ctgctcgccg 


cggcgctact 


ggccgtgtcg 


gacgcactcg 


ggcgcccctc 


cgaggaggac 


120 


gaggagctag 


tggtgccgga 


gctggagcgc 


gccccgggac 


acgggaccac 


gcgcctccgc 


180 


ctgcacgcct 


ttgaccagca 


gctggatctg 


gagctgcggc 


ccgacagcag ctttttggcg 


240 


cccggcttca 


cgctccagaa 


cgtggggcgc 


aaatccgggt 


ccgagacgcc 


gcttccggaa 


300 
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accgacctgg cgcactgctt ctactccggc accgtgaatg gcgatcccag ctcggctgcc 360 

gccctcagcc tctgcgaggg cgtgcgcggc gccttctacc tgctggggga ggcgtatttc 420 

atccagccgc tgcccgccgc cagcgagcgc ctcgccaccg ccgccccagg ggagaagccg 480 

ccggcaccac tacagttcca cctcctgcgg cggaatcggc agggcgacgt cggcggcacg 540 

tgcggggtcg tggacgacga gccccggccg actgggaaag cggagaccga agacgaggac 600 

gaagggactg agggcgagga cgaaggggct cagtggtcgc cgcaggaccc ggcactgcaa 660 

ggcgtaggac agcccacagg aactggaagc ataagaaaga agcgatttgt gtccagtcac 720 

cgctatgtgg aaaccatgct tgtggcagac cagtcgatgg cagaattcca cggcagtggt 780 

ctaaagcatt accttctcac gttgttttcg gtggcagcca gattgtacaa acaccccagc 840 

attcgtaatt cagttagcct ggtggtggtg aagatcttgg tcatccacga tgaacagaag 900 

gggccggaag tgacctccaa tgctgccctc actctgcgga acttttgcaa ctggcagaag 960 

cagcacaacc cacccagtga ccgggatgca gagcactatg acacagcaat tcttttcacc 1020 

agacaggact tgtgtgggtc ccagacatgt gatactcttg ggatggctga tgttggaact 1080 

gtgtgtgatc cgagcagaag ctgctccgtc atagaagatg atggtttaca agctgccttc 1140 

accacagccc atgaattagg ccacgtgttt aacatgccac atgatgatgc aaagcagtgt 1200 

gccagcctta atggtgtgaa ccaggattcc cacatgatgg cgtcaatgct ttccaacctg 1260 

gaccacagcc agccttggtc tccttgcagt gcctacatga ttacatcatt tctggataat 1320 

ggtcatgggg aatgtttgat ggacaagcct cagaatccca tacagctccc aggcgatctc 1380 

cctggcacct cgtacgatgc caaccggcag tgccagttta catttgggga ggactccaaa 1440 

cactgccccg atgcagccag cacatgtagc accttgtggt gtaccggcac ctctggtggg 1500 

gtgctggtgt gtcaaaccaa acacttcccg tgggcggatg gcaccagctg tggagaaggg 1560 

aaatggtgta tcaacggcaa gtgtgtgaac aaaaccgaca gaaagcattt tgatacgcct 1620 

tttcatggaa gctggggaat gtgggggcct tggggagact gttcgagaac gtgcggtgga 1680 

ggagtccagt acacgatgag ggaatgtgac aacccagtcc caaagaatgg agggaagtac 1740 

tgtgaaggca aacgagtgcg ctacagatcc tgtaaccttg aggactgtcc agacaataat 1800 

ggaaaaacct ttagagagga acaatgtgaa gcacacaacg agttttcaaa agcttccttt 1860 

gggagtgggc ctgcggtgga atggattccc aagtacgctg gcgtctcacc aaaggacagg 1920 

tgcaagctca tctgccaagc caaaggcatt ggctacttct tcgttttgca gcccaaggtt 1980 

gtagatggta ctccatgtag cccagattcc acctctgtct gtgtgcaagg acagtgtgta 2040 

aaagctggtt gtgatcgcat catagactcc aaaaagaagt ttgataaatg tggtgtttgc 2100 

gggggaaatg gatctacttg taaaaaaata tcaggatcag ttactagtgc aaaacctgga 2160 

tatcatgata tcatcaoaat tccaactgga gccaccaaca tcgaagtgaa acagcggaac 2220 

cagaggggat ccaggaacaa tggcagcttt cttgccatca aagctgctga tggcacatat 2280 

attcttaatg gtgactacac tttgtccacc ttagagcaag acattatgta caaaggtgtt 2340 

gtcttgaggt acagcggctc ctctgcggca ttggaaagaa ttcgcagctt tagccctctc 2400 

aaagagccct tgaccatcca ggttcttact gtgggcaatg cccttcgacc taaaattaaa 2460 

tacacctact tcgtaaagaa gaagaaggaa tctttcaatg ctatccccac tttttcagca 2520 

tgggtcattg aagagtgggg cgaatgttct aagtcatgtg aattgggttg gcagagaaga 2580 
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ctggtagaat gccgagacat taatggacag cctgcttccg agtgtgcaaa ggaagtgaag 2640 

ccagccagca ccagaccttg tgcagaccat ccctgccccc agtggcagct gggggagtgg 2700 

tcatcatgtt ctaagacctg tgggaagggt tacaaaaaaa gaagcttgaa gtgtctgtcc 2760 

catgatggag gggtgttatc tcatgagagc tgtgatcctt taaagaaacc taaacatttc 2820 

atagactttt gcacaatggc agaatgcagt 2850 

<210> 50 
<211> 950 
<212> PRT 

<213> Homo sapience 
<400> 50 

Met Gly Asn Ala Glu Arg Ala Pro Gly Ser Arg Ser Phe Gly Pro Val 

5 10 15 

Pro Thr Leu Leu Leu Leu Ala Ala Ala Leu Leu Ala Val Ser Asp Ala 

20 25 30 

Leu Gly Arg Pro Ser Glu Glu Asp Glu Glu Leu Val Val Pro Glu Leu 

35 40 45 

Glu Arg Ala Pro Gly His Gly Thr Thr Arg Leu Arg Leu His Ala Phe 

50 55 60 

Asp Gin Gin Leu Asp Leu Glu Leu Arg Pro Asp Ser Ser Phe Leu Ala 
65 70 75 80 

Pro Gly Phe Thr Leu Gin Asn Val Gly Arg Lys Ser Gly Ser Glu Thr 

85 90 95 

Pro Leu Pro Glu Thr Asp Leu Ala His Cys Phe Tyr Ser Gly Thr Val 

100 105 110 

Asn Gly Asp Pro Ser Ser Ala Ala Ala Leu Ser Leu Cys Glu Gly Val 

115 120 125 

Arg Gly Ala Phe Tyr Leu Leu Gly Glu Ala Tyr Phe He Gin Pro Leu 

130 135 140 

Pro Ala Ala Ser Glu Arg Leu Ala Thr Ala Ala Pro Gly Glu Lys Pro 
145 ' 150 155 160 

Pro Ala Pro Leu Gin Phe His Leu Leu Arg Arg Asn Arg Gin Gly Asp 

165 170 175 

Val Gly Gly Thr Cys Gly Val Val Asp Asp Glu Pro Arg Pro Thr Gly 

180 185 190 

Lys Ala Glu Thr Glu Asp Glu Asp Glu Gly Thr Glu Gly Glu Asp Glu 
195 200 205 
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Gly Ala Gin Trp Ser Pro Gin Asp Pro Ala Leu Gin Gly Val Gly Gin 

210 215 220 

Pro Thr Gly Thr Gly Ser He Arg Lys Lys Arg Phe Val Ser Ser His 
225 230 235 240 

Arg Tyr Val Glu Thr Met Leu Val Ala Asp Gin Ser Met Ala Glu Phe 

245 250 255 

His Gly Ser Gly Leu Lys His Tyr Leu Leu Thr Leu Phe Ser Val Ala 

260 265 270 

Ala Arg Leu Tyr Lys His Pro Ser He Arg Asn Ser Val Ser Leu Val 

275 280 285 

Val Val Lys He Leu Val He His Asp Glu Gin Lys Gly Pro Glu Val 

290 295 300 

Thr Ser Asn Ala Ala Leu Thr Leu Arg Asn Phe Cys Asn Trp Gin Lys 
305 310 315 320 

Gin His Asn Pro Pro Ser Asp Arg Asp Ala Glu His Tyr Asp Thr Ala 

325 330 335 

He Leu Phe Thr Arg Gin Asp Leu Cys Gly Ser Gin Thr Cys Asp Thr 

340 345 350 

Leu Gly Met Ala Asp Val Gly Thr Val Cys Asp Pro Ser Arg Ser Cys 

355 360 365 

Ser Val He Glu Asp Asp Gly Leu Gin Ala Ala Phe Thr Thr Ala His 

370 375 380 

Glu Leu Gly His Val Phe Asn Met Pro His Asp Asp Ala Lys Gin Cys 
385 390 395 400 

Ala Ser Leu Asn Gly Val Asn Gin Asp Ser His Met Met Ala Ser Met 

405 410 415 

Leu Ser Asn Leu Asp His Ser Gin Pro Trp Ser Pro Cys Ser Ala Tyr 

420 425 430 

Met He Thr Ser Phe Leu Asp Asn Gly His Gly Glu Cys Leu Met Asp 

435 440 445 

Lys Pro Gin Asn Pro He Gin Leu Pro Gly Asp Leu Pro Gly Thr Ser 

450 455 460 

Tyr Asp Ala Asn Arg Gin Cys Gin Phe Thr Phe Gly Glu Asp Ser Lys 
465 470 475 480 

His Cys Pro Asp Ala Ala Ser Thr Cys Ser Thr Leu Trp Cys Thr Gly 

485 490 495 

Thr Ser Gly Gly Val Leu Val Cys Gin Thr Lys His Phe Pro Trp Ala 
500 505 510 
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Asp Gly Thr Ser Cys Gly Glu Gly Lys Trp Cys He Asn Gly Lys Cys 

515 520 525 

Val Asn Lys Thr Asp Arg Lys His Phe Asp Thr Pro Phe His Gly Ser 

530 535 540 

Trp Gly Met Trp Gly Pro Trp Gly Asp Cys Ser Arg Thr Cys Gly Gly 
545 550 555 560 

Gly Val Gin Tyr Thr Met Arg Glu Cys Asp Asn Pro Val Pro Lys Asn 

565 570 575 

Gly Gly Lys Tyr Cys Glu Gly Lys Arg Val Arg Tyr Arg Ser Cys Asn 

580 585 590 

Leu Glu Asp Cys Pro Asp Asn Asn Gly Lys Thr Phe Arg Glu Glu Gin 

595 600 605 

Cys Glu Ala His Asn Glu Phe Ser Lys Ala Ser Phe Gly Ser Gly Pro 

610 615 620 

Ala Val Glu Trp He Pro Lys Tyr Ala Gly Val Ser Pro Lys Asp Arg 
625 630 635 640 

Cys Lys Leu He Cys Gin Ala Lys Gly He Gly Tyr Phe Phe Val Leu 

645 650 655 

Gin Pro Lys Val Val Asp Gly Thr Pro Cys Ser Pro Asp Ser Thr Ser 

660 665 670 

Val Cys Val Gin Gly Gin Cys Val Lys Ala Gly Cys Asp Arg He He 

675 680 685 

Asp Ser Lys Lys Lys Phe Asp Lys Cys Gly Val Cys Gly Gly Asn Gly 

690 695 700 

Ser Thr Cys Lys Lys He Ser Gly Ser Val Thr Ser Ala Lys Pro Gly 
705 710 715 720 

Tyr His Asp He He Thr He Pro Thr Gly Ala Thr Asn He Glu Val 

725 730 735 

Lys Gin Arg Asn Gin Arg Gly Ser Arg Asn Asn Gly Ser Phe Leu Ala 

740 745 750 

He Lys Ala Ala Asp Gly Thr Tyr He Leu Asn Gly Asp Tyr Thr Leu 

755 760 765 

Ser Thr Leu Glu Gin Asp He Met Tyr Lys Gly Val Val Leu Arg Tyr 

770 775 780 

Ser Gly Ser Ser Ala Ala Leu Glu Arg He Arg Ser Phe Ser Pro Leu 
785 790 795 800 

Lys Glu Pro Leu Thr He Gin Val Leu Thr Val Gly Asn Ala Leu Arg 
805 810 815 
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Pro Lys He Lys Tyr Thr Tyr Phe Val Lys Lys Lys Lys Glu Ser Phe 

820 825 830 

Asn Ala He Pro Thr Phe Ser Ala Trp Val He Glu Glu Trp Gly Glu 

835 840 845 

Cys Ser Lys Ser Cys Glu Leu Gly Trp Gin Arg Arg Leu Val Glu Cys 

850 855 860 

Arg Asp He Asn Gly Gin Pro Ala Ser Glu Cys Ala Lys Glu Val Lys 
865 870 875 880 

Pro Ala Ser Thr Arg Pro Cys Ala Asp His Pro Cys Pro Gin Trp Gin 

885 ' 890 895 

Leu Gly Glu Trp Ser Ser Cys Ser Lys Thr Cys Gly Lys Gly Tyr Lys 

900 905 910 

Lys Arg Ser Leu Lys Cys Leu Ser His Asp Gly Gly Val Leu Ser His 

915 920 925 

Glu Ser Cys Asp Pro Leu Lys Lys Pro Lys His Phe He Asp Phe Cys 

930 ' 935 940 

Thr Met Ala Glu Cys Ser 
945 950 



<210> 51 

<211> 705 

<212> DNA 

<213> Homo sapience 



<400> 51 



atggaccccg ctcgccccct 


ggggctgtcg 


attctgctgc 


ttttcctgac 


ggaggctgca 


60 


ctgggcgatg ctgctcagga 


gccaacagga 


aataacgcgg 


agatctgtct 


cctgccccta 


120 


gactacggac cctgccgggc 


cctacttctc 


cgttactact 


acgacaggta cacgcagagc 


180 


tgccgccagt tcctgtacgg 


gggctgcgag 


ggcaacgcca 


acaatttcta 


cacctgggag 


240 


gcttgcgacg atgcttgctg 


gaggatagaa 


aaagttccca 


aagtttgccg 


gctgcaagtg 


300 


agtgtggacg accagtgtga 


ggggtccaca 


gaaaagtatt 


tctttaatct 


aagttccatg 


360 


acatgtgaaa aattcttttc 


cggtgggtgt 


caccggaacc 


ggattgagaa 


caggtttcca 


420 


gatgaagcta cttgtatggg 


cttctgcgca 


ccaaagaaaa 


ttccatcatt 


ttgctacagt 


480 


ccaaaagatg agggactgtg 


ctctgccaat 


gtgactcgct 


attattttaa 


tccaagatac 


540 


agaacctgtg atgctttcac 


ctatactggc 


tgtggaggga 


atgacaataa ctttgttagc 


600 


agggaggatt gcaaacgtgc 


atgtgcaaaa 


gctttgaaaa 


agaaaaagaa gatgccaaag 


660 


cttcgctttg ccagtagaat 


ccggaaaatt 


cggaagaagc 


aattt 




705 
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<210> 52 
<211> 235 
<212> PRT 

<213> Homo sapience 
<400> 52 

Met Asp Pro Ala Arg Pro Leu Gly Leu Ser He Leu Leu Leu Phe Leu 

5 10 15 

Thr Glu Ala Ala Leu Gly Asp Ala Ala Gin Glu Pro Thr Gly Asn Asn 

20 25 30 

Ala Glu He Cys Leu Leu Pro Leu Asp Tyr Gly Pro Cys Arg Ala Leu 

35 40 45 

Leu Leu Arg Tyr Tyr Tyr Asp Arg Tyr Thr Gin Ser Cys Arg Gin Phe 

50 55 60 

Leu Tyr Gly Gly Cys Glu Gly Asn Ala Asn Asn Phe Tyr Thr Trp Glu 
65 70 75 80 

Ala Cys Asp Asp Ala Cys Trp Arg He Glu Lys Val Pro Lys Val Cys 

85 90 95 

Arg Leu Gin Val Ser Val Asp Asp Gin Cys Glu Gly Ser Thr Glu Lys 

100 105 110 

Tyr Phe Phe Asn Leu Ser Ser Met Thr Cys Glu Lys Phe Phe Ser Gly 

115 120 125 

Gly Cys His Arg Asn Arg He Glu Asn Arg Phe Pro Asp Glu Ala Thr 

130 135 140 

Cys Met Gly Phe Cys Ala Pro Lys Lys He Pro Ser Phe Cys Tyr Ser 
145 150 155 160 

Pro Lys Asp Glu Gly Leu Cys Ser Ala Asn Val Thr Arg Tyr Tyr Phe 

165 170 175 

Asn Pro Arg Tyr Arg Thr Cys Asp Ala Phe Thr Tyr Thr Gly Cys Gly 

180 185 190 

Gly Asn Asp Asn Asn Phe Val Ser Arg Glu Asp Cys Lys Arg Ala Cys 

195 200 205 

Ala Lys Ala Leu Lys Lys Lys Lys Lys Met Pro Lys Leu Arg Phe Ala 

210 215 220 

Ser Arg He Arg Lys He Arg Lys Lys Gin Phe 
225 230 235 



<210> 53 
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<211> 756 
<212> DNA 

<213> Homo sapience 



<400> 53 



atgggggtac 


tgctcacaca 


gaggacgctg ctcagtctgg 


tccttgcact 


cctgtttcca 


60 


agcatggcga 


gcatggcggc 


tataggcagc tgctcgaaag 


agtaccgcgt 


gctccttggc 


120. 


cagctccaga 


agcagacaga 


tctcatgcag gacaccagca 


gactcctgga 


cccctatata 


180 


cgtatccaag 


gcctggatgt 


tcctaaactg agagagcact 


gcagggagcg 


ccccggggcc 


240 


ttccccagtg 


aggagaccct 


gagggggctg ggcaggcggg 


gcttcctgca 


gaccctcaat 


300 


gccacactgg 


gctgcgtcct 


gcacagactg gccgacttag 


agcagcgcct 


ccccaaggcc 


360 


caggatttgg 


agaggtctgg 


gctgaacatc gaggacttgg 


agaagctgca 


gatggcgagg 


420 


ccgaacatcc 


tcgggctcag 


gaacaacatc tactgcatgg 


cccagctgct 


ggacaactca 


480 


gacacggctg 


agcccacgaa 


ggctggccgg ggggcctctc 


agccgcccac 


ccccacccct 


540 


gcctcggatg 


cttttcagcg 


caagctggag ggctgcaggt 


tcctgcatgg 


ctaccatcgc 


600 


ttcatgcact 


cagtggggcg 


ggtcttcagc aagtgggggg 


agagcccgaa 


ccggagccgg 


660 


agacacagcc 


cccaccaggc 


cctgaggaag ggggtgcgca 


ggaccagacc 


ctccaggaaa 


720 


ggcaagagac 


tcatgaccag 


gggacagctg ccccgg 






756 



<210> 54 

<211> 252 

<212> PRT 

<213> Homo sapience 



<400> 54 

Met Gly Val Leu Leu Thr Gin Arg Thr Leu Leu Ser Leu Val Leu Ala 

5 10 15 

Leu Leu Phe Pro Ser Met Ala Ser Met Ala Ala He Gly Ser Cys Ser 

20 25 30 

Lys Glu Tyr Arg Val Leu Leu Gly Gin Leu Gin Lys Gin Thr Asp Leu 

35 40 45 

Met Gin Asp Thr Ser Arg Leu Leu Asp Pro Tyr He Arg He Gin Gly 

50 55 60 

Leu Asp Val Pro* Lys Leu Arg Glu His Cys Arg Glu Arg Pro Gly Ala 
65 70 75 80 

Phe Pro Ser Glu Glu Thr Leu Arg Gly Leu Gly Arg Arg Gly Phe Leu 

85 90 95 

Gin Thr Leu Asn Ala Thr Leu Gly Cys Val Leu His Arg Leu Ala Asp 
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100 105 
Leu Glu Gin Arg Leu Pro Lys Ala Gin Asp Leu Glu Arg 
115 120 125 

Asn He Glu Asp Leu Glu Lys Leu Gin Met Ala Arg Pro 

130 135 140 

Gly Leu Arg Asn Asn He Tyr Cys Met Ala Gin Leu Leu 
145 150 155 

Asp Thr Ala Glu Pro Thr Lys Ala Gly Arg Gly Ala Ser 

165 170 
Thr Pro Thr Pro Ala Ser Asp Ala Phe Gin Arg Lys Leu 

180 185 
Arg Phe Leu His Gly Tyr His Arg Phe Met His Ser Val 
195 200 205 

Phe Ser Lys Trp Gly Glu Ser Pro Asn Arg Ser Arg Arg 

210 215 220 

His Gin Ala Leu Arg Lys Gly Val Arg Arg Thr Arg Pro 
225 . 230 235 

Gly Lys Arg Leu Met Thr Arg Gly Gin Leu Pro Arg 
245 250 

<210> 55 
<211> 6603 
<212> DNA 

<213> Homo sapience 



<400> 55 



atgggggcca 


tgactcagct 


gttggcaggt 


gtctttcttg 


ctttccttgc 


cctcgctacc 


60 


gaaggtgggg 


tcctcaagaa 


agtcatccgg 


cacaagcgac 


agagtggggt 


gaacgccacc 


120 


ctgccagaag 


agaaccagcc 


agtggtgttt 


aaccacgttt 


acaacatcaa 


gctgccagtg 


180 


ggatcccagt 


gttcggtgga 


tctggagtca 


gccagtgggg 


agaaagacct 


ggcaccgcct 


240 


tcagagccca 


gcgaaagctt 


tcaggagcac 


acagtagatg 


gggaaaacca 


gattgtcttc 


300 


acacatcgca 


tcaacat'ccc 


ccgccgggcc 


tgtggctgtg 


ccgcagcccc 


tgatgttaag 


360 


gagctgctga 


gcagactgga 


ggagctggag 


aacctggtgt 


cttccctgag 


ggagcaatgt 


420 


actgcaggag 


caggctgctg 


tctccagcct 


gccacaggcc 


gcttggacac 


caggcccttc 


480 


tgtagcggtc 


ggggcaactt 


cagcactgaa 


ggatgtggct 


gtgtctgcga 


acctggctgg 


540 


aaaggcccca 


actgctctga 


gcccgaatgt 


ccaggcaact 


gtcaccttcg 


aggccggtgc 


600 


attgatgggc 


agtgcatctg 


tgacgacggc 


ttcacgggcg 


aggactgcag 


ccagctggct 


660 


tgccccagcg 


actgcaatga 


ccagggcaag 


tgcgtgaatg 


gagtctgcat 


ctgtttcgaa 


720 



110 

Ser Gly Leu 

Asn He Leu 

Asp Asn Ser 
160 

Gin Pro Pro 
175 

Glu Gly Cys 
190 

Gly Arg Val 

His Ser Pro 

Ser Arg Lys 
240 
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ggctacgccg gggctgactg cagccgtgaa atctgcccag tgccctgcag tgaggagcac 780 

ggcacatgtg tagatggctt gtgtgtgtgc cacgatggct ttgcaggcga tgactgcaac 840 

aagcctctgt gtctcaacaa ttgctacaac cgtggacgat gcgtggagaa tgagtgcgtg 900 

tgtgatgagg gtttcacggg cgaagactgc agtgagctca tctgccccaa tgactgcttc 960 

gaccggggcc gctgcatcaa tggcacctgc tactgcgaag aaggcttcac aggtgaagac 1020 

tgcgggaaac ccacctgccc acatgcctgc cacacccagg gccggtgtga ggaggggcag 1080 

tgtgtatgtg atgagggctt tgccggtttg gactgcagcg agaagaggtg tcctgctgac 1140 

tgtcacaatc gtggccgctg tgtagacggg cggtgtgagt gtgatgatgg tttcactgga 1200 

gctgactgtg gggagctcaa gtgtcccaat ggctgcagtg gccatggccg ctgtgtcaat 1260 

gggcagtgtg tgtgtgatga gggctatact ggggaggact gcagccagct acggtgcccc 1320 

aatgactgtc acagtcgggg ccgctgtgtc gagggcaaat gtgtatgtga gcaaggcttc 1380 

aagggctatg actgcagtga catgagctgc cctaatgact gtcaccagca cggccgctgt 1440 

gtgaatggca tgtgtgtttg tgatgacggc tacacagggg aagactgccg ggatcgccaa 1500 

tgccccaggg actgcagcaa caggggcctc tgtgtggacg gacagtgcgt ctgtgaggac 1560 

ggcttcaccg gccctgactg tgcagaactc tcctgtccaa atgactgcca tggccagggt 1620 

cgctgtgtga atgggcagtg cgtgtgccat gaaggattta tgggcaaaga ctgcaaggag 1680 

caaagatgtc ccagtgactg tcatggccag ggccgctgcg tggacggcca gtgcatctgc 1740 

cacgagggct tcacaggcct ggactgtggc cagcactcct gccccagtga ctgcaacaac 1800 

ttaggacaat gcgtctcggg ccgctgcatc tgcaacgagg gctacagcgg agaagactgc 1860 

tcagaggtgt ctcctcccaa agacctcgtt gtgacagaag tgacggaaga gacggtcaac 1920 

ctggcctggg acaatgagat gcgggtcaca gagtaccttg tcgtgtacac gcccacccac 1980 

gagggtggtc tggaaatgca gttccgtgtg cctggggacc agacgtccac catcatccag 2040 

gagctggagc ctggtgtgga gtactttatc cgtgtatttg ccatcctgga gaacaagaag 2100 

agcattcctg tcagcgccag ggtggccacg tacttacctg cacctgaagg cctgaaattc 2160 

aagtccatca aggagacatc tgtggaagtg gagtgggatc ctctagacat tgcttttgaa 2220 

acctgggaga tcatcttccg gaatatgaat aaagaagatg agggagagat caccaaaagc 2280 

ctgaggaggc cagagacctc ttaccggcaa actggtctag ctcctgggca agagtatgag 2340 

atatctctgc acatagtgaa aaacaatacc cggggccctg gcctgaagag ggtgaccacc 2400 

acacgcttgg atgcccccag ccagatcgag gtgaaagatg tcacagacac cactgccttg 2460 

atcacctggt tcaagcccct ggctgagatc gatggcattg agctgaccta cggcatcaaa 2520 

gacgtgccag gagaccgtac caccatcgat ctcacagagg acgagaacca gtactccatc 2580 

gggaacctga agcctgacac tgagtacgag gtgtccctca tctcccgcag aggtgacatg 2640 

tcaagcaacc cagccaaaga gaccttcaca acaggcctcg atgctcccag gaatcttcga 2700 

cgtgtttccc agacagataa cagcatcacc ctggaatgga ggaatggcaa ggcagctatt 2760 

gacagttaca gaattaagta tgcccccatc tctggagggg accacgctga ggttgatgtt 2820 

ccaaagagcc aacaagccac aaccaaaacc acactcacag gtctgaggcc gggaactgaa 2880 

tatgggattg gagtttctgc tgtgaaggaa gacaaggaga gcaatccagc gaccatcaac 2940 

gcagccacag agttggacac gcccaaggac cttcaggttt ctgaaactgc agagaccagc 3000 
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ctgaccctgc 


tctggaagac 


accgttggcc 


aaatttgacc 


gctaccgcct 


caattacagt 


3060 


ctccccacag 


gccagtgggt 


gggagtgcag 


cttccaagaa 


acaccacttc 


ctatgtcctg 


3120 


agaggcctgg 


aaccaggaca 


ggagtacaat 


gtcctcctga 


cagccgagaa 


aggcagacac 


3180 


aagagcaagc 


ccgcacgtgt 


gaaggcatcc 


actgaacaag 


cccctgagct 


ggaaaacctc 


3240 


accgtgactg 


aggttggctg 


ggatggcctc 


agactcaact 


ggaccgcggc 


tgaccaggcc 


3300 


tatgagcact 


ttatcattca 


ggtgcaggag 


gccaacaagg 


tggaggcagc 


tcggaacctc 


3360 


accgtgcctg 


gcagccttcg 


ggctgtggac 


ataccgggcc 


tcaaggctgc 


tacgccttat 


3420 


acagtctcca 


tctatggggt 


gatccagggc 


tatagaacac 


cagtgctctc 


tgctgaggcc 


3480 


tccacagggg 


aaactcccaa 


tttgggagag 


gtcgtggtgg 


ccgaggtggg 


ctgggatgcc 


3540 


ctcaaactca 


actggactgc 


tccagaaggg 


gcctatgagt 


actttttcat 


tcaggtgcag 


3600 


gaggctgaca 


cagtagaggc 


agcccagaac 


ctcaccgtcc 


caggaggact 


gaggtccaca 


3660 


gacctgcctg 


ggctcaaagc 


agccactcat 


tataccatca 


ccatccgcgg 


ggtcactcag 


3720 


gacttcagca 


caacccctct 


ctctgttgaa 


gtcttgacag 


aggaggttcc 


agatatggga 


3780 


aacctcacag 


tgaccgaggt 


tagctgggat 


gctctcagac 


tgaactggac 


cacgccagat 


3840 


ggaacctatg 


accagtttac 


tattcaggtc 


caggaggctg 


accaggtgga 


agaggctcac 


3900 


aatctcacgg 


ttcctggcag 


cctgcgttcc 


atggaaatcc 


caggcctcag 


ggctggcact 


3960 


ccttacacag 


tcaccctgca 


cggcgaggtc 


aggggccaca 


gcactcgacc 


ccttgctgta 


4020 


gaggtcgtca 


cagaggatct 


cccacagctg 


ggagatttag 


ccgtgtctga 


ggttggctgg 


4080 


gatggcctca 


gactcaactg 


gaccgcagct 


gacaatgcct 


atgagcactt 


tgtcattcag 


4140 


gtgcaggagg 


tcaacaaagt 


ggaggcagcc 


cagaacctca 


cgttgcctgg 


cagcctcagg 


4200 


gctgtggaca 


tcccgggcct 


cgaggctgcc 


acgccttata 


gagtctccat 


ctatggggtg 


4260 


atccggggct 


atagaacacc 


agtactctct 


gctgaggcct 


ccacagccaa 


agaacctgaa 


4320 


attggaaact 


taaatgtttc 


tgacataact 


cccgagagct 


tcaatctctc 


ctggatggct 


4380 


accgatggga 


tcttcgagac 


ctttaccatt 


gaaattattg 


attccaatag 


gttgctggag 


4440 


actgtggaat 


ataatatctc 


tggtgctgaa 


cgaactgccc 


atatctcagg 


gctaccccct 


4500 


agtactgatt 


ttattgtcta 


cctctctgga 


cttgctccca 


gcatccggac 


caaaaccatc 


4560 


agtgccacag 


ccacgacaga 


ggccctgccc 


cttctggaaa 


acctaaccat 


ttccgacatt 


4620 


aatccctacg 


ggttcacagt 


ttcctggatg 


gcatcggaga 


atgcctttga 


cagctttcta 


4680 


gtaacggtgg 


tggattctgg 


gaagctgctg 


gacccccagg 


aattcacact 


ttcaggaacc 


4740 


cagaggaagc 


tggagcttag 


aggcctcata 


actggcattg 


gctatgaggt 


tatggtctct 


4800 


ggcttcaccc 


aagggcatca 


aaccaagccc 


ttgagggctg 


agattgttac 


agaagccgaa 


4860 


ccggaagttg 


acaacct'tct 


ggtttcagat 


gccaccccag 


acggtttccg 


tctgtcctgg 


4920 


acagctgatg 


aaggggtctt 


cgacaatttt 


gttctcaaaa 


tcagagatac 


caaaaagcag 


4980 


tctgagccac 


tggaaataac 


cctacttgcc 


cccgaacgta 


ccagggactt 


aacaggtctc 


5040 


agagaggcta 


ctgaatacga 


aattgaactc 


tatggaataa 


gcaaaggaag 


gcgatcccag 


5100 


acagtcagtg 


ctatagcaac 


aacagccatg 


ggctccccaa 


aggaagtcat 


tttctcagac 


5160 


atcactgaaa 


attcggctac 


tgtcagctgg 


agggcaccca 


cggcccaagt 


ggagagcttc 


5220 


cggattacct 


atgtgcccat 


tacaggaggt 


acaccctcca 


tggtaactgt 


ggacggaacc 


5280 
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aagactcaga ccaggctggt gaaactcata cctggcgtgg agtaccttgt cagcatcatc 5340 

gccatgaagg gctttgagga aagtgaacct gtctcagggt cattcaccac agctctggat 5400 

ggcccatctg gcctggtgac agccaacatc actgactcag aagccttggc caggtggcag 5460 

ccagccattg ccactgtgga cagttatgtc atctcctaca caggcgagaa. agtgccagaa 5520 

attacacgca cggtgtccgg gaacacagtg gagtatgctc tgaccgacct cgagcctgcc 5580 

acggaataca cactgagaat ctttgcagag aaagggcccc agaagagc.tc aaccatcact 5640 

gccaagttca caacagacct cgattctcca agagacttga ctgctactga ggttcagtcg 5700 

gaaactgccc tccttacctg gcgacccccc cgggcatcag tcaccggtta cctgctggtc 5760 

tatgaatcag tggatggcac agtcaaggaa gtcattgtgg gtccagatac cacctcctac 5820 

agcctggcag acctgagccc atccacccac tacacagcca agatccaggc actcaatggg 5880 

cccctgagga gcaatatgat ccagaccatc ttcaccacaa ttggactcct gtaccccttc 5940 

cccaaggact gctcccaagc aatgctgaat ggagacacga cctctggcct ctacaccatt 6000 

tatctgaatg gtgataaggc tcaggcgctg gaagtcttct gtgacatgac ctctgatggg 6060 

ggtggatgga ttgtgttcct gagacgcaaa aacggacgcg agaacttcta ccaaaactgg 6120 

aaggcatatg ctgctggatt tggggaccgc agagaagaat tctggcttgg gctggacaac 6180 

ctgaacaaaa tcacagccca ggggcagtac gagctccggg tggacctgcg ggaccatggg 6240 

gagacagcct ttgctgtcta tgacaagttc agcgtgggag atgccaagac tcgctacaag 6300 

ctgaaggtgg aggggtacag tgggacagca ggtgactcca tggcctacca caatggcaga 6360 

tccttctcca cctttgacaa ggacacagat tcagccatca ccaactgtgc tctgtcctac 6420 

aaaggggctt tctggtacag gaactgtcac cgtgtcaacc tgatggggag atatggggac 6480 

aataaccaca gtcagggcgt taactggttc cactggaagg gccacgaaca ctcaatccag 6540 

tttgctgaga tgaagctgag accaagcaac ttcagaaatc ttgaaggcag gcgcaaacgg 6600 

gca 6603 



<210> 56 
<211> 2201 
<212> PRT 

<213> Homo sapience 



<400> 56 

Met Gly Ala Met Thr Gin Leu Leu Ala Gly Val Phe Leu Ala Phe Leu 

5" 10 15 

Ala Leu Ala Thr Glu Gly Gly Val Leu Lys Lys Val He Arg His Lys 

20 25 30 

Arg Gin Ser Gly Val Asn Ala Thr Leu Pro Glu Glu Asn Gin Pro Val 

35 40 45 

Val Phe Asn His Val Tyr Asn He Lys Leu Pro Val Gly Ser Gin Cys 
50 55 60 
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Ser Val Asp Leu Glu Ser Ala Ser Gly Glu Lys Asp Leu Ala Pro Pro 
65 70 75 80 

Ser Glu Pro Ser Glu Ser Phe Gin Glu His Thr Val Asp Gly Glu Asn 

85 90 95 

Gin He Val Phe Thr His Arg He Asn He Pro Arg Arg Ala Cys Gly 

100 105 110 

Cys Ala Ala Ala Pro Asp Val Lys Glu Leu Leu Ser Arg Leu Glu Glu 

115 120 125 

Leu Glu Asn Leu Val Ser Ser Leu Arg Glu Gin Cys Thr Ala Gly Ala 

130 135 140 

Gly Cys Cys Leu Gin Pro Ala Thr Gly Arg Leu Asp Thr Arg Pro Phe 
145 150 155 160 

Cys Ser Gly Arg Gly Asn Phe Ser Thr Glu Gly Cys Gly Cys Val Cys 

165 170 175 

Glu Pro Gly Trp Lys Gly Pro Asn Cys Ser Glu Pro Glu Cys Pro Gly 

180 185 190 

Asn Cys His Leu Arg Gly Arg Cys He Asp Gly Gin Cys He Cys Asp 

195 200 205 

Asp Gly Phe Thr Gly Glu Asp Cys Ser Gin Leu Ala Cys Pro Ser Asp 

210 215 220 

Cys Asn Asp Gin Gly Lys Cys Val Asn Gly Val Cys He Cys Phe Glu 
225 230 235 240 

Gly Tyr Ala Gly Ala Asp Cys Ser Arg Glu He Cys Pro Val Pro Cys 

245 250 255 

Ser Glu Glu His Gly Thr Cys Val Asp Gly Leu Cys Val Cys His Asp 

260 265 270 

Gly Phe Ala Gly Asp Asp Cys Asn Lys Pro Leu Cys Leu Asn Asn Cys 

275 280 285 

Tyr Asn Arg Gly Arg Cys Val Glu Asn Glu Cys Val Cys Asp Glu Gly 

290 295 300 

Phe Thr Gly Glu Asp Cys Ser Glu Leu He Cys Pro Asn Asp Cys Phe 
305 ' 310 315 320 

Asp Arg Gly Arg Cys He Asn Gly Thr Cys Tyr Cys Glu Glu Gly Phe 

325 330 335 

Thr Gly Glu Asp Cys Gly Lys Pro Thr Cys Pro His Ala Cys His Thr 

340 345 350 

Gin Gly Arg Cys Glu Glu Gly Gin Cys Val Cys Asp Glu Gly Phe Ala 
355 360 365 
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Gly Leu Asp Cys Ser Glu Lys Arg Cys Pro Ala Asp Cys His Asn Arg 

370 375 380 

Gly Arg Cys Val Asp Gly Arg Cys Glu Cys Asp Asp Gly Phe Thr Gly 
385 390 395 400 

Ala Asp Cys Gly Glu Leu Lys Cys Pro Asn Gly Cys Ser Gly His Gly 

405 410 415 

Arg Cys Val Asn Gly Gin Cys Val Cys Asp Glu Gly Tyr Thr Gly Glu 

420 425 430 

Asp Cys Ser Gin Leu Arg Cys Pro Asn Asp Cys His Ser Arg Gly Arg 

435 440 445 

Cys Val Glu Gly Lys Cys Val Cys Glu Gin Gly Phe Lys Gly Tyr Asp 

450 455 460 " 

Cys Ser Asp Met Ser Cys Pro Asn Asp Cys His Gin His Gly Arg Cys 
465 470 475 480 

Val Asn Gly Met Cys Val Cys Asp Asp Gly Tyr Thr Gly Glu Asp Cys 

485 490 495 

Arg Asp Arg Gin Cys Pro Arg Asp Cys Ser Asn Arg Gly Leu Cys Val 

500 505 510 

Asp Gly Gin Cys Val Cys Glu Asp Gly Phe Thr Gly Pro Asp Cys Ala 

515 . 520 525 

Glu Leu Ser Cys Pro Asn Asp Cys His Gly Gin Gly Arg Cys Val Asn 

530 535 540 

Gly Gin Cys Val Cys His Glu Gly Phe Met Gly Lys Asp Cys Lys Glu 
545 550 555 560 

Gin Arg Cys Pro Ser Asp Cys His Gly Gin Gly Arg Cys Val Asp Gly 

565 570 575 

Gin Cys He Cys His Glu Gly Phe Thr Gly Leu Asp Cys Gly Gin His 

580 585 590 

Ser Cys Pro Ser Asp Cys Asn Asn Leu Gly Gin Cys Val Ser Gly Arg 

595 600 605 

Cys He Cys Asn Glu Gly Tyr Ser Gly Glu Asp Cys Ser Glu Val Ser 

610 615 620 

Pro Pro Lys Asp Leu Val Val Thr Glu Val Thr Glu Glu Thr Val Asn 
625 630 635 640 

Leu Ala Trp Asp Asn Glu Met Arg Val Thr Glu Tyr Leu Val Val Tyr 

645 650 655 

Thr Pro Thr His Glu Gly Gly Leu Glu Met Gin Phe Arg Val Pro Gly 
660 665 670 
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Asp Gin Thr Ser Thr He He Gin Glu Leu Glu Pro Gly Val Glu Tyr 

675 680 685 

Phe He Arg Val Phe Ala He Leu Glu Asn Lys Lys Ser He Pro Val 

690 695 700 

Ser Ala Arg Val Ala Thr Tyr Leu Pro Ala Pro Glu Gly Leu Lys Phe 
705 710 715 720 

Lys Ser He Lys Glu Thr Ser Val Glu Val Glu Trp Asp Pro Leu Asp 

725 730 735 

He Ala Phe Glu Thr Trp Glu He He Phe Arg Asn Met Asn Lys Glu 

740 745 750 

Asp Glu Gly Glu He Thr Lys Ser Leu Arg Arg Pro Glu Thr Ser Tyr 

755 760 765 

Arg Gin Thr Gly Leu Ala Pro Gly Gin Glu Tyr Glu He Ser Leu His 

770 775 780 

He Val Lys Asn Asn Thr Arg Gly Pro Gly Leu Lys Arg Val Thr Thr 
785 790 795 800 

Thr Arg Leu Asp Ala Pro Ser Gin He Glu Val Lys Asp Val Thr Asp 

805 810 815 

Thr Thr Ala Leu He Thr Trp Phe Lys Pro Leu Ala Glu He Asp Gly 

820 825 830 

He Glu Leu Thr Tyr Gly He Lys Asp Val Pro Gly Asp Arg Thr Thr 

835 840 845 

He Asp Leu Thr Glu Asp Glu Asn Gin Tyr Ser He Gly Asn Leu Lys 

850 855 860 

Pro Asp Thr Glu Tyr Glu Val Ser Leu He Ser Arg Arg Gly Asp Met 
865 870 875 880 

Ser Ser Asn Pro Ala Lys Glu Thr Phe Thr Thr Gly Leu Asp Ala Pro 

885 890 895 

Arg Asn Leu Arg Arg Val Ser Gin Thr Asp Asn Ser He Thr Leu Glu 

900 905 910 

Trp Arg Asn Gly Lys Ala Ala He Asp Ser Tyr Arg He Lys Tyr Ala 

915 920 925 

Pro He Ser Gly Gly Asp His Ala Glu Val Asp Val Pro Lys Ser Gin 

930 935 940 

Gin Ala Thr Thr Lys Thr Thr Leu Thr Gly Leu Arg Pro Gly Thr Glu 
945 950 955 960 

Tyr Gly He Gly Val Ser Ala Val Lys Glu Asp Lys Glu Ser Asn Pro 
965 970 975 
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Ala Thr He Asn Ala Ala Thr Glu Leu Asp Thr Pro Lys Asp Leu Gin 

980 985 990 

Val Ser Glu Thr Ala Glu Thr Ser Leu Thr Leu Leu Trp Lys Thr Pro 

995 1000 1005 

Leu Ala Lys Phe Asp Arg Tyr Arg Leu Asn Tyr Ser Leu Pro Thr Gly 

1010 1015 1020 

Gin Trp Val Gly Val Gin Leu Pro Arg Asn Thr Thr Ser Tyr Val Leu 
1025 1030 1035 1040 

Arg Gly Leu Glu Pro Gly Gin Glu Tyr Asn Val Leu Leu Thr Ala Glu 

1045 1050 1055 

Lys Gly Arg His Lys Ser Lys Pro Ala Arg Val Lys Ala Ser Thr Glu 

1060 1065 1070 

Gin Ala Pro Glu Leu Glu Asn Leu Thr Val Thr Glu Val Gly Trp Asp 

1075 1080 1085 

Gly Leu Arg Leu Asn Trp Thr Ala Ala Asp Gin Ala Tyr Glu His Phe 

1090 • 1095 1100 

He He Gin Val Gin Glu Ala Asn Lys Val Glu Ala Ala Arg Asn Leu 
1105 1110 1115 1120 

Thr Val Pro Gly Ser Leu Arg Ala Val Asp He Pro Gly Leu Lys Ala 

1125 1130 1135 

Ala Thr Pro Tyr Thr Val Ser He Tyr Gly Val He Gin Gly Tyr Arg 

1140 1145 1150 

Thr Pro Val Leu Ser Ala Glu Ala Ser Thr Gly Glu Thr Pro Asn Leu 

1155 1160 1165 

Gly Glu Val Val Val Ala Glu Val Gly Trp Asp Ala Leu Lys Leu Asn 

1170 1175 1180 

Trp Thr Ala Pro Glu Gly Ala Tyr Glu Tyr Phe Phe He Gin Val Gin 
1185 1190 1195 1200 

Glu Ala Asp Thr Val Glu Ala Ala Gin Asn Leu Thr Val Pro Gly Gly 

1205 1210 1215 

Leu Arg Ser Thr Asp Leu Pro Gly Leu Lys Ala Ala Thr His Tyr Thr 

1220 1225 1230 

He Thr He Arg Gly Val Thr Gin Asp Phe Ser Thr Thr Pro Leu Ser 

1235 1240 1245 

Val Glu Val Leu Thr Glu Glu Val Pro Asp Met Gly Asn Leu Thr Val 

1250 1255 1260 

Thr Glu Val Ser Trp Asp Ala Leu Arg Leu Asn Trp Thr Thr Pro Asp 
1265 1270 1275 1280 



WO 2005/092383 PCT/JP2005/006444 

63/78 

Gly Thr Tyr Asp Gin Phe Thr He Gin Val Gin Glu Ala Asp Gin Val 

1285 1290 1295 

Glu Glu Ala His Asn Leu Thr Val Pro Gly Ser Leu Arg Ser Met Glu 

1300 1305 1310 

He Pro Gly Leu Arg Ala Gly Thr Pro Tyr Thr Val Thr Leu His Gly 

1315 1320 1325 

Glu Val Arg Gly His Ser Thr Arg Pro Leu Ala Val Glu Val Val Thr 

1330 1335 1340 

Glu Asp Leu Pro Gin Leu Gly Asp Leu Ala Val Ser Glu Val Gly Trp 
1345 1350 ' 1355 1360 

Asp Gly Leu Arg Leu Asn Trp Thr Ala Ala Asp Asn Ala Tyr Glu His 

1365 1370 1375 

Phe Val He Gin Val Gin Glu Val Asn Lys Val Glu Ala Ala Gin Asn 

1380 1385 1390 

Leu Thr Leu Pro Gly Ser Leu Arg Ala Val Asp He Pro Gly Leu Glu 

1395 1400 1405 

Ala Ala Thr Pro Tyr Arg Val Ser He Tyr Gly Val He Arg Gly Tyr 

1410 1415 1420 

Arg Thr Pro Val Leu Ser Ala Glu Ala Ser Thr Ala Lys Glu Pro Glu 
1425 .1430 1435 1440 

He Gly Asn Leu Asn Val Ser Asp He Thr Pro Glu Ser Phe Asn Leu 

1445 1450 1455 

Ser Trp Met Ala Thr Asp Gly He Phe Glu Thr Phe Thr He Glu He 

1460 1465 1470 

He Asp Ser Asn Arg Leu Leu Glu Thr Val Glu Tyr Asn He Ser Gly 

1475 1480 1485 

Ala Glu Arg Thr Ala His He Ser Gly Leu Pro Pro Ser Thr Asp Phe 

1490 1495 1500 

He Val Tyr Leu Ser Gly Leu Ala Pro Ser He Arg Thr Lys Thr He 
1505 1510 1515 1520 

Ser Ala Thr Ala Thr Thr Glu Ala Leu Pro Leu Leu Glu Asn Leu Thr 

1525 1530 1535 

He Ser Asp He Asn Pro Tyr Gly Phe Thr Val Ser Trp Met Ala Ser 

1540 1545 1550 

Glu Asn Ala Phe Asp Ser Phe Leu Val Thr' Val Val Asp Ser Gly Lys 

1555 1560 1565 

Leu Leu Asp Pro Gin Glu Phe Thr Leu Ser Gly Thr Gin Arg Lys Leu 
1570 1575 1580 
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Glu Leu Arg Gly Leu He Thr Gly He Gly Tyr Glu Val Met Val Ser 
1585 1590 1595 1600 

Gly Phe Thr Gin Gly His Gin Thr Lys Pro Leu Arg Ala Glu He Val 

1605 1610 1615 

Thr Glu Ala Glu Pro Glu Val Asp Asn Leu Leu Val Ser Asp Ala Thr 

1620 1625 1630 

Pro Asp Gly Phe Arg Leu Ser Trp Thr Ala Asp Glu Gly Val Phe Asp 

1635 1640 1645 

Asn Phe Val Leu Lys He Arg Asp Thr Lys Lys Gin Ser Glu Pro Leu 

1650 1655 1660 

Glu He Thr Leu Leu Ala Pro Glu Arg Thr Arg Asp Leu Thr Gly Leu 
1665 1670 1675 1680 

Arg Glu Ala Thr Glu Tyr Glu He Glu Leu Tyr Gly He Ser Lys Gly 

1685 1690 1695 

Arg Arg Ser Gin Thr Val Ser Ala He Ala Thr Thr Ala Met Gly Ser 

1700 1705 1710 

Pro Lys Glu Val He Phe Ser Asp He Thr Glu Asn Ser Ala Thr Val 

1715 1720 1725 

Ser Trp Arg Ala Pro Thr Ala Gin Val Glu Ser Phe Arg He Thr Tyr 

1730 1735 1740 

Val Pro He Thr Gly Gly Thr Pro Ser Met Val Thr Val Asp Gly Thr 
1745 1750 1755 ' 1760 

Lys Thr Gin Thr Arg Leu Val Lys Leu He Pro Gly Val Glu Tyr Leu 

1765 1770 1775 

Val Ser He He Ala Met Lys Gly Phe Glu Glu Ser Glu Pro Val Ser 

1780 1785 1790 

Gly Ser Phe Thr Thr Ala Leu Asp Gly Pro Ser Gly Leu Val Thr Ala 

1795 1800 1805 

Asn He Thr Asp Ser Glu Ala Leu Ala Arg Trp Gin Pro Ala He Ala 

1810 1815 1820 

Thr Val Asp Ser Tyr Val He Ser Tyr Thr Gly Glu Lys Val Pro Glu 
1825 1830 1835 1840 

He Thr Arg Thr Val Ser Gly Asn Thr Val Glu Tyr Ala Leu Thr Asp 

1845 1850 1855 

Leu Glu Pro Ala Thr Glu Tyr Thr Leu Arg He Phe Ala Glu Lys Gly 

1860 1865 1870 

Pro Gin Lys Ser Ser Thr He Thr Ala Lys Phe Thr Thr Asp Leu Asp 
1875 1880 1885 



WO 2005/092383 PCT/JP2005/006444 

65/78 

Ser Pro Arg Asp Leu Thr Ala Thr Glu Val Gin Ser Glu Thr Ala Leu , 

1890 1895 1900 

Leu Thr Trp Arg Pro Pro Arg Ala Ser Val Thr Gly Tyr Leu Leu Val 
1905 1910 1915 1920 

Tyr Glu Ser Val Asp Gly Thr Val Lys Glu Val He Val Gly Pro Asp 

1925 1930 1935 

Thr Thr Ser Tyr Ser Leu Ala Asp Leu Ser Pro Ser Thr His Tyr Thr 

1940 1945 1950 

Ala Lys He Gin Ala Leu Asn Gly Pro Leu Arg Ser Asn Met He Gin 

1955 1960 1965 

Thr He Phe Thr Thr He Gly Leu Leu Tyr Pro Phe Pro Lys Asp Cys 

1970 1975 1980 

Ser Gin Ala Met Leu Asn Gly Asp Thr Thr Ser Gly Leu Tyr Thr He 
1985 1990 1995 2000 

Tyr Leu Asn Gly Asp Lys Ala Gin Ala Leu Glu Val Phe Cys Asp Met 

2005 2010 2015 

Thr Ser Asp Gly Gly Gly Trp He Val Phe Leu Arg Arg Lys Asn Gly 

2020 2025 2030 

Arg Glu Asn Phe Tyr Gin Asn Trp Lys Ala Tyr Ala Ala Gly Phe Gly 

2035 . 2040 2045 

Asp Arg Arg Glu Glu Phe Trp Leu Gly Leu Asp Asn Leu Asn Lys He 

2050 2055 2060 

Thr Ala Gin Gly Gin Tyr Glu Leu Arg Val Asp Leu Arg Asp His Gly 
2065 2070 2075 2080 

Glu Thr Ala Phe Ala Val Tyr Asp Lys Phe Ser Val Gly Asp Ala Lys 

2085 2090 2095 

Thr Arg Tyr Lys Leu Lys Val Glu Gly Tyr Ser Gly Thr Ala Gly Asp 

2100 2105 2110 

Ser Met Ala Tyr His Asn Gly Arg Ser Phe Ser Thr Phe Asp Lys Asp 

2115 2120 2125 

Thr Asp Ser Ala He Thr Asn Cys Ala Leu Ser Tyr Lys Gly Ala Phe 

2130 2135 2140 

Trp Tyr Arg Asn Cys His Arg Val Asn Leu Met Gly Arg Tyr Gly Asp 
2145 2150 2155 2160 

Asn Asn His Ser Gin Gly Val Asn Trp Phe His Trp Lys Gly His Glu 

2165 2170 2175 

His Ser He Gin Phe Ala Glu Met Lys Leu Arg Pro Ser Asn Phe Arg 
2180 2185 2190 
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Asn Leu Glu Gly Arg Arg Lys Arg Ala 
2195 2200 

<210> 57 
<211> 1134 
<212> DNA 

<213> Homo sapience 
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<400> 57 

atggcaactg ccctcccgcc gcgtctccag ccggtgcggg ggaacgagac cctgcgggag 60 

cattaccagt acgtggggaa gttggcgggc aggctgaagg aggcctccga gggcagcacg 120 

ctcaccaccg tgctcttctt ggtcatctgc agcttcatcg tcttggagaa cctgatggtt 180 

ttgattgcca tctggaaaaa caataaattt cacaaccgca tgtacttttt cattggcaac 240 

ctggctctct gcgacctgct ggccggcatc gcttacaagg tcaacattct gatgtctggc 300 

aagaagacgt tcagcctgtc tcccacggtc tggttcctca gggagggcag tatgttcgtg 360 

gcccttgggg cgtccacctg cagcttactg gccatcgcca tcgagcggca cttgacaatg 420 

atcaaaatga ggccttacga cgccaacaag aggcaccgcg tcttcctcct gatcgggatg 480 

tgctggctca ttgccttcac gctgggcgcc ctgcccattc tgggctggaa ctgcctgcac 540 

aatctccctg actgctctac catcctgccc ctctactcca agaagtacat tgccttctgc 600 

atcagcatct tcacggccat cctggtgacc atcgtgatcc tctacgcacg catctacttc 660 

ctggtgaagt ccagcagccg taaggtggcc aaccacaaca actcggagcg gtccatggca 720 

ctgctgcgga ccgtggtgat tgtggtgagc gtgttcatcg cctgctggtc cccactcttc 780 

atcctcttcc tcattgatgt ggcctgcagg gtgcaggcgt gccccatcct cttcaaggct 840 

cagtggttca tcgtgttggc tgtgctcaac tccgccatga acccggtcat ctacacgctg 900 

gccagcaagg agatgcggcg ggccttcttc cgtctggtct gcaactgcct ggtcagggga 960 

cggggggccc gcgcctcacc catccagcct gcgctcgacc caagcagaag taaatcaagc 1020 

agcagcaaca atagcagcca ctctccgaag gtcaaggaag acctgcccca cacagccccc 1080 

tcatcctgca tcatggacaa gaacgcagca cttcagaatg ggatcttctg caac 1134 

<210> 58 
<211> 378 
<212> PRT 

<213> Homo sapience 
<400> 58 

Met Ala Thr Ala Leu Pro Pro Arg Leu Gin Pro Val Arg Gly Asn Glu 

5 10 15 

Thr Leu Arg Glu His Tyr Gin Tyr Val Gly Lys Leu Ala Gly Arg Leu 
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20 25 30 

Lys Glu Ala Ser Glu Gly Ser Thr Leu Thr Thr Val Leu Phe Leu Val 

35 40 45 

He Cys Ser Phe He Val Leu Glu Asn Leu Met Val Leu He Ala He 

50 55 60 

Trp Lys Asn Asn Lys Phe His Asn Arg Met Tyr Phe Phe He Gly Asn 
65 70 75 80 

Leu Ala Leu Cys Asp Leu Leu Ala Gly He Ala Tyr Lys Val Asn He 

85 90 95 

Leu Met Ser Gly Lys Lys Thr Phe Ser Leu Ser Pro Thr Val Trp Phe 

100 105 110 

Leu Arg Glu Gly Ser Met Phe Val Ala Leu Gly Ala Ser Thr Cys Ser 

115 120 125 

Leu Leu Ala He Ala He Glu Arg His Leu Thr Met He Lys Met Arg 

130 135 140 

Pro Tyr Asp Ala Asn Lys Arg His Arg Val Phe Leu Leu He Gly Met 
145 150 155 160 

Cys Trp Leu He Ala Phe Thr Leu Gly Ala Leu Pro He Leu Gly Trp 

165 170 175 

Asn Cys Leu His Asn Leu Pro Asp Cys Ser Thr He Leu Pro Leu Tyr 

180 185 190 

Ser Lys Lys Tyr He Ala Phe Cys lie Ser He Phe Thr Ala He Leu 

195 200 205 

Val Thr He Val He Leu Tyr Ala Arg He Tyr Phe Leu Val Lys Ser 

210 215 220 

Ser Ser Arg Lys Val Ala Asn His Asn Asn Ser Glu Arg Ser Met Ala 
225 230 235 240 

Leu Leu Arg Thr Val Val He Val Val Ser Val Phe He Ala Cys Trp 

245 250 255 

Ser Pro Leu Phe He Leu Phe Leu He Asp Val Ala Cys Arg Val Gin 

260 265 270 

Ala Cys Pro He Leu Phe Lys Ala Gin Trp Phe He Val Leu Ala Val 

275 280 285 

Leu Asn Ser Ala Met Asn Pro Val He Tyr Thr Leu Ala Ser Lys Glu 

290 295 300 

Met Arg Arg Ala Phe Phe Arg Leu Val Cys Asn Cys Leu Val Arg Gly 
305 310 315 320 

Arg Gly Ala Arg Ala Ser Pro He Gin Pro Ala Leu Asp Pro Ser Arg 
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325 

Ser Lys Ser Ser Ser Ser Asn Asn 
340 

Glu Asp Leu Pro His Thr Ala Pro 
355 360 
Ala Ala Leu Gin Asn Gly He Phe 
370 375 



330 335 
Ser Ser His Ser Pro Lys Val Lys 
345 350 
Ser Ser Cys He Met Asp Lys Asn 
365 

Cys Asn 



<210> 59 
<211> 1152 
<212> DNA 

<213> Homo sapience 



<400> 59 



atggcagccc 


agaatggaaa 


caccagtttc 


acacccaact 


ttaatccacc 


ccaagaccat 


60 


gcctcctccc 


tctcctttaa 


cttcagttat 


ggtgattatg 


aectccctat 


ggatgaggat 


120 


gaggacatga 


ccaagacccg 


gaccttcttc 


gcagccaaga 


tcgtcattgg 


cattgcactg 


180 


gcaggcatca 


tgctggtctg 


cggcatcggt 


aactttgtct 


ttatcgctgc 


cctcacccgc 


240 


tataagaagt 


tgcgcaacct 


caccaatctg 


ctcattgcca 


acctggccat 


ctccgacttc 


300 


ctggtggcca 


tcatctgctg 


ccccttcgag 


atggactact 


acgtggtacg 


gcagctctcc 


360 


tgggagcatg 


gccacgtgct 


ctgtgcctcc 


gtcaactacc 


tgcgcaccgt 


ctccctctac 


420 


gtctccacca 


atgccttgct 


ggccattgcc 


attgacagat 


atctcgccat 


cgttcacccc 


480 


ttgaaaccac 


ggatgaatta 


tcaaacggcc 


tccttcctga 


tcgccttggt 


ctggatggtg 


540 


tccattctca 


ttgccatccc 


atcggcttac 


tttgcaacag 


aaacggtcct 


ctttattgtc 


600 


aagagccagg 


agaagatctt 


ctgtggccag 


atctggcctg 


tggatcagca 


gctctactac 


660 


aagtcctact 


tcctcttcat 


ctttggtgtc 


gagttcgtgg 


gccctgtggt 


caccatgacc 


720 


ctgtgctatg 


ccaggatctc 


ccgggagctc 


tggttcaagg 


cagtccctgg 


gttccagacg 


780 


gagcagattc 


gcaagcggct 


gcgctgccgc 


aggaagacgg 


tcctggtgct 


catgtgcatt 


840 


ctcacggcct 


atgtgctgtg 


ctgggcaccc 


ttctacggtt 


tcaccatcgt 


tcgtgacttc 


900 


ttccccactg 


tgttcgtgaa 


ggaaaagcac 


tacctcactg 


ccttctacgt 


ggtcgagtgc 


960 


atcgccatga 


gcaacagcat 


gatcaacacc 


gtgtgcttcg 


tgacggtcaa 


gaacaacacc 


1020 


atgaagtact 


tcaagaagat 


gatgctgctg 


cactggcgtc 


cctcccagcg 


ggggagcaag 


1080 


tccagtgctg 


accttgacct 


cagaaccaac 


ggggtgccca 


ccacagaaga 


ggtggactgt 


1140 


atcaggctga 


ag 










1152 



<210> 60 
<211> 384 
<212> PRT 
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<400> 60 

Met Ala Ala Gin Asn Gly Asn Thr Ser Phe Thr Pro Asn Phe Asn Pro 

5 10 15 

Pro Gin Asp His Ala Ser Ser Leu Ser Phe Asn Phe Ser Tyr Gly Asp 

20 25 30 

Tyr Asp Leu Pro Met Asp Glu Asp Glu Asp Met Thr Lys Thr Arg Thr 

35 40 45 

Phe Phe Ala Ala Lys He Val He Gly He Ala Leu Ala Gly He Met 

50 55 60 

Leu Val Cys Gly He Gly Asn Phe Val Phe He Ala Ala Leu Thr Arg 
65 70 75 80 

Tyr Lys Lys Leu Arg Asn Leu Thr Asn Leu Leu He Ala Asn Leu Ala 

85 90 95 

He Ser Asp Phe Leu Val Ala He He Cys Cys Pro Phe Glu Met Asp 

100 105 110 

Tyr Tyr Val Val Arg Gin Leu Ser Trp Glu His Gly His Val Leu Cys 

115 120 125 

Ala Ser Val Asn Tyr Leu Arg Thr Val Ser Leu Tyr Val Ser Thr Asn 

130 135 140 

Ala Leu Leu Ala He Ala He Asp Arg Tyr Leu Ala He Val His Pro 
145 150 155 160 

Leu Lys Pro Arg Met Asn Tyr Gin Thr Ala Ser Phe Leu He Ala Leu 

165 170 175 

Val Trp Met Val Ser He Leu, He Ala He Pro Ser Ala Tyr Phe Ala 

180 185 190 

Thr Glu Thr Val Leu Phe He Val Lys Ser Gin Glu Lys He Phe Cys 

195 200 205 

Gly Gin He Trp Pro Val Asp Gin Gin Leu Tyr Tyr Lys Ser Tyr Phe 

210 215 220 

Leu Phe He Phe Gly Val Glu Phe Val Gly Pro Val Val Thr Met Thr 
225 230 235 240 

Leu Cys Tyr Ala Arg He Ser Arg Glu Leu Trp Phe Lys Ala Val Pro 

245 250 255 

Gly Phe Gin Thr Glu Gin He Arg Lys Arg Leu Arg Cys Arg Arg Lys 

260 265 270 

Thr Val Leu Val Leu Met Cys He Leu Thr Ala Tyr Val Leu Cys Trp 
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275 280 285 

Ala Pro Phe Tyr Gly Phe Thr He Val Arg Asp Phe Phe 

290 295 300 

Phe Val Lys Glu Lys His Tyr Leu Thr Ala Phe Tyr Val 
305 310 315 

He Ala Met Ser Asn Ser Met He Asn Thr Val Cys Phe 

325 330 
Lys Asn Asn Thr Met Lys Tyr Phe Lys Lys Met Met Leu 

340 345 
Arg Pro Ser Gin Arg Gly Ser Lys Ser Ser Ala Asp Leu 
355 360 365 

Thr Asn Gly Val Pro Thr Thr Glu Glu Val Asp Cys He 
370 375 380 

<210> 61 
<211> 885 
<212> DNA 

<213> Homo sapience 



<400> 61 



atgctgcagg gccctggctc 


gctgctgctg 


ctcttcctcg 


cctcgcactg 


ctgcctgggc 


60 


tcggcgcgcg ggctcttcct 


ctttggccag 


cccgacttct 


cctacaagcg 


cagcaattgc 


120 


aagcccatcc ctgccaacct 


gcagctgtgc 


cacggcatcg 


aataccagaa 


catgcggctg 


180 


cccaacctgc tgggccacga 


gaccatgaag 


gaggtgctgg 


agcaggccgg 


cgcttggatc 


240 


ccgctggtca tgaagcagtg 


ccacccggac 


accaagaagt 


tcctgtgctc 


gctcttcgcc 


300 


cccgtctgcc tcgatgacct 


agacgagacc 


atccagccat 


gccactcgct 


ctgcgtgcag 


360 


gtgaaggacc gctgcgcccc 


ggtcatgtcc 


gccttcggct 


tcccctggcc 


cgacatgctt 


420 


gagtgcgacc gtttccccca 


ggacaacgac 


ctttgcatcc 


ccctcgctag 


cagcgaccac 


480 


ctcctgccag ccaccgagga 


agctccaaag 


gtatgtgaag 


cctgcaaaaa 


taaaaatgat 


540 


gatgacaacg acataatgga 


aacgctttgt 


aaaaatgatt 


ttgcactgaa 


aataaaagtg 


600 


aaggagataa cctacatcaa 


ccgagatacc 


aaaatcatcc 


tggagaccaa 


gagcaagacc 


660 


atttacaagc tgaacggtgt 


gtccgaaagg 


gacctgaaga 


aatcggtgct 


gtggctcaaa 


720 


gacagcttgc agtgcacctg 


tgaggagatg 


aacgacatca 


acgcgcccta 


tctggtcatg 


780 


ggacagaaac agggtgggga 


gctggtgatc 


acctcggtga 


agcggtggca 


gaaggggcag 


840 


agagagttca agcgcatctc 


ccgcagcatc 


cgcaagctgc 


agtgc 




885 



Pro Thr Val 

Val Glu Cys 
320 

Val Thr Val 

335 
Leu His Trp 
350 

Asp Leu Arg 
Arg Leu Lys 



<210> 62 
<211> 295 
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<212> PRT 

<213> Homo sapience 
<400> 62 

Met Leu Gin Gly Pro Gly Ser Leu Leu Leu Leu Phe Leii Ala Ser His 

5 10 15 

Cys Cys Leu Gly Ser Ala Arg Gly Leu Phe Leu Phe Gly Gin Pro Asp 

20 25 30 

Phe Ser Tyr Lys Arg Ser Asn Gys Lys Pro He Pro Ala Asn Leu Gin 

35 40 45 

Leu Cys His Gly He Glu Tyr Gin Asn Met Arg Leu Pro Asn Leu Leu 

50 55 60 

Gly His Glu Thr Met Lys Glu Val Leu Glu Gin Ala Gly Ala Trp He 
65 70 75 80 

Pro Leu Val Met Lys Gin Cys His Pro Asp Thr Lys Lys Phe Leu Cys 

85 90 95 

Ser Leu Phe Ala Pro Val Cys Leu Asp Asp Leu Asp Glu Thr He Gin 

100 105 110 

Pro Cys His Ser Leu Cys Val Gin Val Lys Asp Arg Cys Ala Pro Val 

115 120 125 

Met Ser Ala Phe Gly Phe Pro Trp Pro Asp Met Leu Glu Cys Asp Arg 

130 135 140 

Phe Pro Gin Asp Asn Asp Leu Cys He Pro Leu Ala Ser Ser Asp His 
145 150 155 160 

Leu Leu Pro Ala Thr Glu Glu Ala Pro Lys Val Cys Glu Ala Cys Lys 

165 170 175 

Asn Lys Asn Asp Asp Asp Asn Asp He Met Glu Thr Leu Cys Lys Asn 

180 185 190 

Asp Phe Ala Leu Lys He Lys Val Lys Glu He Thr Tyr He Asn Arg 

195 200 205 

Asp Thr Lys He He Leu Glu Thr Lys Ser Lys Thr He Tyr Lys Leu 

210 215 220 

Asn Gly Val Ser Glu Arg Asp Leu Lys Lys Ser Val Leu Trp Leu Lys 
225 230 235 240 

Asp Ser Leu Gin Cys Thr Cys Glu Glu Met Asn Asp He Asn Ala Pro 

245 250 255 

Tyr Leu Val Met Gly Gin Lys Gin Gly Gly Glu Leu Val He Thr Ser 
260 265 270 
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Val Lys Arg Trp Gin Lys Gly Gin Arg Glu Phe Lys Arg He Ser Arg 

275 280 285 

Ser He Arg Lys Leu Gin Cys 
290 295 



<210> 63 
<211> 1011 
<212> DNA 

<213> Homo sapience 



<400> 63 

atggaccaaa atgaacacag tcactgggga 
tctgagctga gaatcatcct ggtgggcaaa 
agcatcctca ggaagcaagc atttgaatcg 
tgcagcaaaa gtcagggaag ctggggaaat 
atgttttctt ggaaggacca ctgtgaagct 
ctgtctgcac caggacccca tgtgctgctc 
caggaccagc aggctgcaca gagggtgaag 
acaattgtcc tctttaccca caaggaagac 
cacgactcag ataacaaagc cctaagcaag 
gcctttaata accgtgctga agggagcaat 
tgtattgagg atctgttgat ggagaaaaat 
ctaatacaga ggtctaaatg tggacctgtg 
cagagcctta taaagtacat ggaaactcaa 
tgcctaaaag gagccttaat caaaacacaa 
ctcagattga taattctgtg gctttgcata 
ttactcttta gtatgtgcaa tttattctgc 
atgatatttt tgagaacagt tattagacta 



ccacatgcaa agggccaatg 


tgccagcaga 


60 


acaggaactg gcaaaagtgc 


tgcagggaac 


120 


aagctgggtt cccagacctt 


gactaagact 


180 


agagagattg tcattattga 


cacaccagat 


240 


ctgtacaaag aggtgcagag 


gtgctacttg 


300 


ctggtgactc agctgggccg 


ctatacctca 


360 


gagatctttg gagaggatgc 


catgggacac 


420 


ctcaatggtg gctccctgat 


ggattacatg 


480 


ctggtggcag catgtggtgg 


gcgaatctgt 


540 


caggatgacc aagtgaagga 


actaatggac 


600 


ggtgatcact ataccaatgg 


gttgtacagc 


660 


ggatcagatg aaagagtaaa 


ggaattcaaa 


720 


agaagttaca cagccttggc 


tgaagcaaac 


780 


ctgtgtgttt tattttgtat 


tcagttgttt 


840 


ctgcacagca tgtgcaattt 


gttttgttgc 


900 


agtttgctgt ttattatacc 


caaaaagtta 


960 


gaacgcaaga ctcctaggtt 


a 


1011 



<210> 64 

<211> 337 

<212> PRT 

<213> Homo sapience 



<400> 64 

Met Asp Gin Asn Glu His Ser His Trp Gly Pro His Ala Lys Gly Gin 

5 10 15 

Cys Ala Ser Arg Ser Glu Leu Arg He He Leu Val Gly Lys Thr Gly 



WO 2005/092383 PCT/JP2005/006444 

73/78 

20 25 30 

Thr Gly Lys Ser Ala Ala Gly Asn Ser He Leu Arg Lys Gin Ala Phe 

35 40 45 

Glu Ser Lys Leu Gly Ser Gin Thr Leu Thr Lys Thr Cys Ser Lys Ser 

50 55 60 

Gin Gly Ser Trp Gly Asn Arg Glu He Val He He Asp Thr Pro Asp 
65 70 75 80 

Met Phe Ser Trp Lys Asp His Cys Glu Ala Leu Tyr Lys Glu Val Gin 

85 90 95 

Arg Cys Tyr Leu Leu Ser Ala Pro Gly Pro His Val Leu Leu Leu Val 

100 105 110 

Thr Gin Leu Gly Arg Tyr Thr Ser Gin Asp Gin Gin Ala Ala Gin Arg 

115 120 125 

Val Lys Glu He Phe Gly Glu Asp Ala Met Gly His Thr He Val Leu 

130 135 140 

Phe Thr His Lys Glu Asp Leu Asn Gly Gly Ser Leu Met Asp Tyr Met 
145 150 155 160 

His Asp Ser Asp Asn Lys Ala Leu Ser Lys Leu Val Ala Ala Cys Gly 

165 170 175 

Gly Arg He Cys Ala Phe Asn Asn Arg Ala Glu Gly Ser Asn Gin Asp 

180 185 190 

Asp Gin Val Lys Glu Leu Met Asp Cys He Glu Asp Leu Leu Met Glu 

195 200 205 

Lys Asn Gly Asp His Tyr Thr Asn Gly Leu Tyr Ser Leu He Gin Arg 

210 215 220 

Ser Lys Cys Gly Pro Val Gly Ser Asp Glu Arg Val Lys Glu Phe Lys 
225 230 235 240 

Gin Ser Leu He Lys Tyr Met Glu Thr Gin Arg Ser Tyr Thr Ala Leu 

245 250 255 

Ala Glu Ala Asn Cys Leu Lys Gly Ala Leu He Lys Thr Gin Leu Cys 

260 265 270 

Val Leu Phe Cys He Gin Leu Phe Leu Arg Leu He He Leu Trp Leu 

275 280 285 

Cys He Leu His Ser Met Cys Asn Leu Phe Cys Cys Leu Leu Phe Ser 

290 295 300 

Met Cys Asn Leu Phe Cys Ser Leu Leu Phe He He Pro Lys Lys Leu 
305 310 315 320 

Met He Phe Leu Arg Thr Val He Arg Leu Glu Arg Lys Thr Pro Arg 
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325 330 335 

Leu 



<210> 65 
<211> 1173 
<212> DNA 

<213> Homo sapience 



<400> 65 

atgttcccca atggcaccgc ctcctctcct 
tgcggcgaag gcggcggcag caggggcccc 
ccagggcgaa atgcgtccca gaacgggacc 
atctctttca tctactccgt ggtgtgcctg 
tacgtgatcc tgcgctatgc caagatgaag 
gccattgctg atgagctgct catgctcagc 
cgccactggc ccttcggtgc gctgctctgc 
atgttcacca gcatctactg tctgactgtg 
catcccatca aggcggcccg ctaccgccgg 
gtgtgggtgc tatcgctgct cgtcatcctg 
aacagcgacg gcacggtggc ttgcaacatg 
gtgggcttcg tgttgtacac atttctcatg 
ctgtgctacg tgctcatcat tgctaagatg 
cagcgcaagc gctcggagcg caagatcacc 
gtcatctgct ggatgccttt ctacgtggtg 
gacgccacgg tgagtcagct gtcggtcatc 
atcctctatg gctttctctc agacaacttc 
agctggatgg acaacgccgc ggaggagccg 
cgtgcctaca gtgtggaaga cttccaacct 
aatggcacct gcacgtcccg gatcacgacg 



tcctcctctc ctagccccag cccgggcagc 60 

ggggccggcg ctgcggacgg catggaggag 120 

ttgagcgagg gccagggcag cgccatcctg 180 

gtggggctgt gtgggaactc tatggtcatc 240 

acggccacca acatctacat cctaaatctg 300 

gtgcccttcc tagtcacctc cacgttgttg 360 

cgcctcgtgc tcagcgtgga cgcggtcaac 420 

ctcagcgtgg accgctacgt ggccgtggtg 480 

cccaccgtgg ccaaggtagt aaacctgggc 540 

cccatcgtgg tcttctctcg caccgcggcc 600 

ctcatgccag agcccgctca acgctggctg 660 

ggcttcctgc tgcccgtggg ggctatctgc 720 

cgcatggtgg ccctcaaggc cggctggcag 780 

ttaatggtga tgatggtggt gatggtgttt 840 

cagctggtca acgtgtttgc tgagcaggac 900 

ctcggctatg ccaacagctg cgccaacccc 960 

aagcgctctt tccaacgcat cctatgcctc 1020 

gttgactatt acgccaccgc gctcaagagc 1080 

gagaacctgg agtccggcgg cgtcttccgt 1140 

etc 1173 



<210> 66 

<211> 391 

<212> PRT 

<213> Homo sapience 



<400> 66 

Met Phe Pro Asn Gly Thr Ala Ser Ser Pro Ser Ser Ser Pro Ser Pro 
5 10 15 
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Ser Pro Gly Ser Cys Gly Glu Gly Gly Gly Ser Arg Gly Pro Gly Ala 

20 25 30 

Gly Ala Ala Asp Gly Met Glu Glu Pro Gly Arg Asn Ala Ser Gin Asn 

35 40 45 

Gly Thr Leu Ser Glu Gly Gin Gly Ser Ala He Leu He Ser Phe He 

50 55 60 

Tyr Ser Val Val Cys Leu Val Gly Leu Cys Gly Asn Ser Met Val He 
65 70 75 80 

Tyr Val He Leu Arg Tyr Ala Lys Met Lys Thr Ala Thr Asn He Tyr 

85 90 95 

He Leu Asn Leu Ala He Ala Asp Glu Leu Leu Met Leu Ser Val Pro 

100 105 110 

Phe Leu Val Thr Ser Thr Leu Leu Arg His Trp Pro Phe Gly Ala Leu 

115 " 120 125 

Leu Cys Arg Leu Val Leu Ser Val Asp Ala Val Asn Met Phe Thr Ser 

130 ' 135 140 

He Tyr Cys Leu Thr Val Leu Ser Val Asp Arg Tyr Val Ala Val Val 
145 150 155 160 

His Pro He Lys Ala Ala Arg Tyr Arg Arg Pro Thr Val Ala Lys Val 

165 170 175 

Val Asn Leu Gly Val Trp Val Leu Ser Leu Leu Val He Leu Pro He 

180 185 * 190 

Val Val Phe Ser Arg Thr Ala Ala Asn Ser Asp Gly Thr Val Ala Cys 

195 200 205 

Asn Met Leu Met Pro Glu Pro Ala Gin Arg Trp Leu Val Gly Phe Val 

210 215 220 

Leu Tyr Thr Phe Leu Met Gly Phe Leu Leu Pro Val Gly Ala He Cys 
225 230 235 240 

Leu Cys Tyr Val Leu He He Ala Lys Met Arg Met Val Ala Leu Lys 

245 250 255 

Ala Gly Trp Gin Gin Arg Lys Arg Ser Glu Arg Lys He Thr Leu Met 

260 265 270 

Val Met Met Val Val Met Val Phe Val He Cys Trp Met Pro Phe Tyr 

275 280 285 

Val Val Gin Leu Val Asn Val Phe Ala Glu Gin Asp Asp Ala Thr Val 

290 295 300 

Ser Gin Leu Ser Val He Leu Gly Tyr Ala Asn Ser Cys Ala Asn Pro 
305 310 315 320 
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He Leu Tyr Gly Phe Leu Ser Asp Asn Phe Lys Arg Ser Phe Gin Arg 

325 330 335 

He Leu Cys Leu Ser Trp Met Asp Asn Ala Ala Glu Glu Pro Val Asp 

340 345 350 

Tyr Tyr Ala Thr Ala Leu Lys Ser Arg Ala Tyr Ser Val Glu Asp Phe 

355 360 365 

Gin Pro Glu Asn Leu Glu Ser Gly Gly Val Phe Arg Asn Gly Thr Cys 

370 375 380 

Thr Ser Arg He Thr Thr Leu - 
385 390 

<210> 67 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 67 

tcccttggtc cactcacaga ct 22 

<210> 68 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Primer 
<400> 68 

tgtgtaaagt acggagcgaa gttg 24 

<210> 69 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Primer 
<400> 69 

tgccttgcac agcctcgcaa tgagc 25 

<210> 70 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 70 

tgtgaaaggc acagcagtcc cga 23 

<210> 71 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 71 

tcagcatggg ctgctacaac ggt 23 

<210> 72 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 



<400> 72 

ctcaagtctg tttcttcttc 



20 
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<210> 73 
<211> 16 
<212> PRT 

<213> Artificial Sequence 

<220> 
<223> 



<400> 73 

Arg Arg Tyr Lys He His Pro Asp Phe Ser Pro Ser Val Lys Gin Cys 
5 10 15 
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provisions of Article 17(2) (a) (i) of the PCT (continued to extra sheet) 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

(See extra sheet.) 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4- | x | No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
1 to 22, 27 and 28. 

Remark on Protest I I The additional search fees were accompanied by the applicant's protest. 

I x I No protest accompanied the payment of additional search fees. 
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and Rule 39.1 (iv) of the Regulations under the PCT, to search. 
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Claims 1 to 41 presents 33 proteins each showing an increase or a 
decrease in the expression in the lung of a patient with a respiratory 
disease and 33 invention groups relating respectively to these proteins 
(invention groups 1 to 33) are described therein. 

However, these 33 invention groups relate to different proteins from 
each other. Although the invention groups 1 to 33 are common to each 
other in relating to a protein showing an increase or a decrease in the 
expression in the lung of a patient with a respiratory disease, use of 
a compound having an activity of inhibiting a protein, which shows a 
tissue-specific increase in the expression in the lung of a patient with 
a respiratory disease, in treating the respiratory disease and so on 
arepublicly known technical matters as reported in the following documents 
1 and 2. Therefore, the above-described common matter cannot be 
recognized as "a special technical feature" of the inventions. 

Such being the case, it does not appear that there is a technical 
relationship between among groups of inventions involving one or more 
of the same or corresponding special technical features and the above 
invention groups 1 to 33 are not considered as relating to a group of 
inventions so linked as to forma single general inventive concept . Thus, 
it appears that claims 1 to 41 have 33 invention groups. 



Document : 

1. JP 2003-325187 A (Takeda Chemical Industries, Ltd.) 2003.11.18 
(see, in particular paragraph [0038] ) 

2. JP 2003-274982 A (Takeda Chemical Industries, Ltd.) 2003.09.30 
(see, in particular paragraph [0037] ) 

Since this International Searching Authority considered that the 
inventions relating to the protein of SEQ ID NO : 2 are the major inventions, 
the search was made exclusively on these inventions in this report. 
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